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^7Z>^M> (Me 1 anin Concentrating Ho 
rmone ; £TF TMCHj tWt) teu 1 9 8 3^« JHrt&lC=t?)a0Tift 

15 (Nature). 3 0 5#, 32 11 (1 9 8 3$) ] » &gtT«, ;* 

)V - l/tfo.— • • +r< hDi?- (International Revie 
w of Cytology), 12 6t, II (19 9 1$) ;hl/>^-< 
20 >-X>^U/n^--7>H^^U^ (Trends in End 
ocrinology and Metabolism), 5 1201 (1 
9 9 4$) ] . X, PifLidtJfc^ViT^ MCH£^#T£^:x-D>CDiSffl]ig#: 

i&fflC&ltUT&D [if • :h>P- ^ • 3>/t95V:7' -a.— any— 
25 (The Journal of Comparative Neurolog 
y) , 3 19 #, 2 1 81 (1 9 9 2$)], MCHte^fc&^TS^W+M 
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d b/db7^7X, AVa7W, Zucker fat ty7y h-^lfr&L 
feV^7 > ©»fc^3^T, MCH ituIE#©m R N A (D^mtfnMt 
5 $tlTV>& [^M^-t- (Nature), 3 8 0#, 2431 (1 9 9 6^) ; 

(Diabetes) , 4 7#, 2 941 (1 9 9 8^) ; /W^ 
7>H • rt4*74&fjfr' Uif-^ • 3Sa-^-> 3 >X (B i 
ochemical and Biophysical Research C 
ommun icat ions), 26 8^, 8 81(2 0 0 0^) ; ^zV^czl?— • 
10 y W y • U*— 9- (Molecular Brain Research), 
9 2#, 431 (2 0 0 1^) ] , 

(Nature), 3 8 2431 (1 9 9 650 ] , tomt-ZTZt* £ 

15 5— • • -y--rx>^X • ^ • If • 5m y k • x-r— y • ^-^ • 

(Proceedings of the National Acade 
my of Sciences of the United States 
o f Ame rica), 9 9#, 3 2 4 OH (2 0 0 2*f) ] . MC 

20 mmtcK><Dnmmmm<D±mmt>n. woM^tc^sis^i^iiisnT 

[^-f g 1 -^- (Na t u r e) , 3 9 6#, 6 7 OH (1 9 9 8^) ] „ 

#5JE*£<>;*u>JSttttftM-r* cif • *u-#;i"-f 

>^iXf^y—>3> (The Journal of Clinical 
25 Investigation), 10 7^, 3 7 91 (2 0 0 1#) ] „ ^©^ 
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ptides), 1 5#, 7 5 7S (1 9 9 4$) ; • • — =l— 

Dl> U y Dv 5 — (Journal of Neuroendocrine 
5 logy), 8#, 5 71 (1 9 9 6$) ; ^'Jf^f^l" l^tfa.— X • < > • 
na.— P/HtD^- (Critical Reviews in Neuro 
biology), 8#, 22 11 (1 9 9 4$) ] . 

MCHU ^ £ LT ip«*MI$ tC#ffif C H£J&#*^ LT^S&fcSeifls 
fflSliBtS. MCH©S«fttbTtt, lig«#(MCH - 1 RXttSLC- 

10 1) ^2i§§# (MCH — 2 RXSS L T) (D'pfo < £ *> 2 «^©§3§Hfc 
a*$B&nTV>-5 [*-f5^- (Nature), 40 0#> 2 6 11 (1 9 9 9 
$) ; ^-f^V— (Nature) , 4 0 0#, 2 6 51 (1 9 9 9$) ; /t< 
• 7>H • /t-f*7-f U-t)-— 3Si^">a >X (B 

iochemical and Biophysical Research 

15 Communications), 26 It, 6 2 21 (1 9 9 9$) ; ^-f 
ft-'t^'/HtDi'- (Nature Cell Biology), 1 
#, 2 671(1 99 9$) ; 7x^7 • ^~X(FEBS Letters), 
4 5 7i, 5 2 21 (1 99 9$) ; /Vf • T> H • A^f^7^ 

;V • Ut-f • 35a-ir— >a >X' (Biochemical and Bi 

20 ophysical Research C ommu nications), 2 
8 3i. 1 0 1 31 (2 0 0 1$) ;1f • z?*—'. ffr - #7 • M*U*?i3)V - 
trS.XhV— (The Journal of Biological Che 
mi s t r y) , 2 7 6#, 20 1 2 51 (2 0 0 1$) ; ^n->-f^ >^7> • 
^-^ . if . -)-=sb1t)V • 7*f5» • a-:/ • Wl>yX • • if • n^--r 

25 y H • Ts^r—V - - 7* 'JA (Proceedings of the 

National Academy of Sciences of the 
United States of Ame r i c a) , 9 8i, 7 5 641 (2 
0 0 1$) ; 7uis— 5V y#7s - *7 -If • ^">3±;i/- 7*7*5— • 
-tr-i'x>->X • ^ • if 'aHf-fy F • 7.7— V • *7 • T^U* (Pro 
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ceedings of the National Academy of 
Sciences of the United States of Ame 
rica), 9 8m> 7 5 7 6M (2 0 0 ISO ; If • W—I-JV • Or? • A*-f 
^ru-Jts)V • h U— (Th e Journal of Biologic 

5 al Chemistry), 2 7 6i, 346 641(20 0 1^) itl/^a 
9— • 77-'73P^- (Molecular Pharmacology) , 
6 0#> 6 3 21 (2 0 0 150 ] . 

^^-et>s«iifci^$nsma^^ itttMCH- 1 r^uts® 

$n^[y/5^7. (Genomics) , 7 9i, 785H (2 0 0 2$) ] . 
10 MCH- 1 R(Djt^^iRV^XlCMCH&1SttS^bTt)^WflE#§^^ 
Sn!S:^i:^6, MCHlC«fcSX^;i/^-«W«fl»ttMCH- 1 R^btl 
jB3n*E£#*»l&ftTV>S. SSfc, MCH-1R0» TAOISM 

15 :7 • T^U^7 (Proceedings of the National A 
cademy of Sciences of the United Sta 
t e s of Ame rica), 9 9#, 32401 (200 2$) ], ff»S 

H# ! b^<^$n§ teMra.^— • ^r>f'» • (Mo 1 e c u 1 

20 ar Medicine Today), 4 31 (2 0 0 0$) ; hU> 

% y • -f > * DIM X>X (Trends in Neuroscienc 

e) , 2 4t, 5 2 7H (2 0 0 l¥) ] . 

»«tta3REJa*Ojfll«ftf»KMCH - 1 R\Ztt'?2>&-E.&ims&tE'?%>Z. 

tJ)m£2nT^Z> [If • 3?^—^ • ^ • ^ U • -1* >^x7f^ 

25 ->a> (The Journal of Clinical Investig 

ation). 10 9#, 9 2 3S (2 0 0 2$) 1 . Hte, 

*W5MCH- 1 R©fgI)it#§SnT*D, MCHSO^MCH- 1RO 
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gy) , 6 1*, 3481 (1 9 9 5^) , X>^iJ/Di?- (End o c r 
5 inology), 137i> 5 6 11(1 9 9 6^), If • V*—3r)V • • 
3>A7f^^--a-nOy- (The Jounal of Compar 
ative Neurology) 43 5#, 2 61, (2 0 0 ] . 
MCH©«rtB«, MCH«*MCH5WM*fc»'&T*2:ifcJ:D3filH*n*. b 
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*58^0^«fcl«<K-r*ft:-&'»tUTtt,«A«4*IB¥3- 1 0 9 3 7 8f, 
20 «r3*¥l 0-5 009 6 0^ (BK&MWO 9 5/3 2 9 6 7§A>7ky h) 
i^^nT^S. bjGM,&*«&«rH¥3 - 1 0 9 3 7 8 ^{CSE«c©ft-&tl«, 

5 Kafes^rrs^Sfe^ x, ^-©/g&fcg&s (^3-10 
937 8^\zmm<nmmtih^tmMWMfcm-T?&z>) . — 0-5 

25 0 0 9 6 O-fffctt, &T©fl^»#W5*3ftW«5. 
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AO^>JIf> 7S/1, v-7/S> ^yitS^T^^TSyS, 
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15 (fi»7;i'^;i'A;p^-;w {gM7;u*;w75/s, -jmk7)v^-)vts)vn^ 

ffijR7;w^;w*-;w7s/*» ^jSirM 1 ^*?/^^ 

^7 7^^75/1, (-7fi»7MK;P7 7 : E'f;W 75/1, (>> 
20 fitR7Jl4M^77 ; E'f^) <£M7;WK75/S, RZS¥)i'--7rftt>fcZ> 

25 TJ^-Jl'Xo ] 
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(4) (3) lc|3«c©'ft:-&tlW^±ft : ^$ti^S#S^Wr§Emm 
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[aS*, ArRtfWtt, MIBKHST?**. ] T^n^t^t-fet [I I 
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Kt, BK B 2 , B\ R 1 , R 2 . R 3 R^R 4 «, MIBfc^IDTSS. ] T?£ 
10 r/\P^>HHM tLTH 7y*JRf. ifcHK^. JURIICTOtf HtfS&IiFP 

rffiBLT)V*r)V&} t«> K*» i — 6 ©t^;p«, fip-&^mici~6©jS 
x^;i/3S, n-yntr;PS, -f V^ntf^S, n-^;P3E, -f sec- 

tert-^^g 1 ;^, i-^^^^S, 2-^^;i/^;i/S, i, 2-^? 
jwwy^wk l, 2-^^^^;^ 2, 2-5?^^^^*, 1- 

20 i^W^^WI* 1, 1. 2 - hU^^U^Ptr^S, 1. 2, 

25 *'>;«^tf6n«. 
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l , 2 -5?7;^Dx^;i/»*«#wr&ns. 

r7y*JR J FTfBfft*tiTVJTt>J:ViiE»7;p*;^4 1 5/Sj fctt, BHRJSFP 
10 Cfi»7;Mr;i«Xll7 y 3HS^"T?flKft$nTVi5<E«7^;i«* J lfr&bfcS 

n-ynW+i'S, -fy^nKM^S, n -T^M^^S, -YV7> 

^m%k^nx\^{mi7)v*)v&3ri'miivx-7)\'3ru* h^>s, y*7M 

a££*/«»Ufc»"7?*0> ^m\Z\t^)V7^jm, X3MV75/S, n- 

yat^^rs/S, -fy^ofcr;P75ys> n-7*^75;i, sec-7>;u7 

20 tert -79^75 /W*U|S»f 6*1*. 

r^£»7;w i ;i'73/sj te> 75ys©2t>®7K^MW^7;i/^s 

25 rffiRy;!/^^^*;^— JUJj fi, ^M^ni:i,i7J^J^^'> 
3£*«»^bfc36T?» 0 , M^ifc i~6 o7W;m'>*M-JHmi, 
AWCtt^ xh^->*;i/3j?x;n, n-7nw+-> 
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^;i/^-;i/75y», n-^b+^M-jP75;S, -f v:/F 
;P7 s 7 s ns . 

& -Jutt-jim. z?^*j)m. -r v7>u;us> n^u;^ <wi/>j^ 

20 ^75/1, -< v^u^rsy*, awu;i/75/», -f vauukts/ 
r («i»7jw^;p*;w#njw gi7W^7s;sj *:jmkT)v*)v 

msm&vtc^&K). ^&mzitT±h*z/m, yptr^-^^^a, ni/ 
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^ y twc^ )v&tmm v fcSt-s o , jyfc Wfc &y 5\>i^ ; w\* 

t-f^s/I, x^m^j^ts/S, n-yptf;i/*;u/tt<;i/T5 
yg, ^vzfu\f.)V-h)vn^)V7^/m, n-^;w;i/W^75/s, 
sec - ^;^;wt^-f 5 y ter t - ^^*;wx*-r s y 

15 6>*l£<, 

rs?«»7;WP*;wt^-f ;PT5y*j tt> 75 /m<D7mm^<D i 

^;i/757S, 5?x^;p*;i^n ; 6'f;P75ys, v (n-7DHW tDvn^ 
J1/7S/S. yyatf^^A^-r^Tsys, >> (n-y*^) *;w\*^e 
20 <;P75y^ v 5 (sec-y^) j^w^e-f s y V (tert-^;P) * 

r ( ; Ey<£^7;i/=^ju*;wN* ; &'f;w WT^^Tsy^j ^s&mr 
25 /ifjw^/^-f;!/) y^;W75y«, tey (n-yotr;w 
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AKM^bfeST^^ JM^Wtett^^*^^;!/^-*^*, X5P 

io x^^w^-ou^i'S, x^;M^;u*;w^-r;i/^->s, (n-^ 
rfi»r;i/^;u^;^— fc)u x;i/#x;i>SK:^)gmwvga*ig^bfc 

20 Jl^x;K75/^ n-^^M^S/S, sec-^^PX^X^TS 

ys, tert-^;i/^;u*x;i/75 smmimtf en*. 

s, ^/x^i/TJi/^T^-fJi^ (n-7"Dtf;w x;i'77HM, * 

(sec-^A) XJV7 7^M> (tert-^;W X^77HiHI^ 
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-/^^^Tt-fW 757S, ( : E/X5 : M;l'77 ; E'f;V) 
[*y* (n-7"DWW^7r ; E'fJW75/S, (^/-f V7'oi;^77 
^;W75/S, C^Ey" (n-7fJW7>;i/77^M75yS, (sec- 

tui^t^-oh 7S7«, (tert-7'?;U7;;i'7 7E-<;w 7S/S 
10 ^iif^W. 

r ('7«7;W7;i'77 ; E'f;w ts/xj «, rsyae©**!^©! 

^^77^^) 75 7S, ($?If^;V77 ; E'f;W 75 71, (X5\H/ 
^^^7 7^^) 75 7S, [5? (n-^Ptr;W ^7 7H;H 75 
15 7S, (^f*7'Oi;M*77 : E-f*) 757S, (v'-f V 7*n \±)V7s)l>7 y 

$fc7;wi/7 5 y* ©gfclC^i©**^*** y* flfiRT ;wk*;p:7 T ^-f 
20 71, (tyim^77^iW *?Ml/75y*g, (n-yotf^) 

25 (i?xf;i/XJV77 : e'fJi') y^;u7$ys, [s> (n-7"Ptr;i/) x^yyt 
«ak*»5 r3~i 0A©J&Jftftat3;£j ttttt, v^P7°ntr;H, ~> 

^0^;l/S, is!7Ul>7-)V&* is>7Ut\*r*/)V& ~s?W\7°^)im. 

u^zj-frm, v^n^T-^Jl/g, ^n^>^n;ps, sy^n^-ferjus 
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m<ommmmm&* 7^=;«, trou>^;ug, tr^u^-;ps, ^ 

5 -So 

-f i , 4 -*?7Hr*>- 1 —r;us, ^m^u >- 1 — r;WM««|swr & 
10 ns. 

15 75 71, 7^^M^«^$nTViT ! fectV^i^T;W^;P^>'^ mk7)V 

t;i/^;^+->^;^-;w mm7)i=¥)V7^ym. #;w^~>;i^ mk7)\> 

ty{£i^T;i'^;w*;UA^<;u^^^*»^^T;w^;i/*;wt^-i';i/^^«, 
25 fi»r;wiouP*ryWk ®i7J^j^^*^ x^Tt-f^ 

;V7 7^^75 7S, &/im.7)V*)V7>)V7T : £'OV) 75 /X> 
®.7)\s*)V7.)\s7T^)V) 75/S, (^/i&m7)^)^)V7 7^)V) {£ 
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So 

5 /\uy>m^. ?mm, 75/s, zsr/m, ^7^7^75/^ 

10 m> mkT)v^-)vti)v^)v^^ym. mm.7)V3-)vt>)Vi£-)v) 75 /s> 
(^y^Wi^;^-^) lll7;^JV75;s> ^mtjwi/^/i^e-i' 

25 ^i^wi^i^-;^, iSS7;^;w;i/*^;vMM7j^;w+ 



• 
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^m#intttm mm. mm. v/vwtm, mt&mmnm 

10 7S>t> b»Jx*/-;i/7s ^n^-r>& n, 




20 So 

1) 7jc^tHH\ 

2) ^ [A] 



# 



WO 2004/011440 



PCT/JP2003/009610 




a 



c 



Y 



R 5 ^-itaoT^Vl«t5. Yte, -CH 2 - -NR 6 -Xtt-0- 



15 {IU R^^RZ^Pt^TK^M^t^S^t^Vi. 

3£ [A] Tg$n^SXttS [B] l?S$tlS«(r*3ViT, >?)\/-7a-fribU 

ws;s, 7±^)m, jL^)vti)v^-)vm, n-ype;i/#;i/#-;i^ 

-^jy'u\i)Vts)V^~)Vm. 7th*yS, 7th75K», -T 77*0 tr;k*;;u 




Y [B] 
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-f V 7°n fc?;PS#©M7; Wl'S ; T-t^jm. n - 7a tf;i/#;i/^rjl^ 

>x)v*~)\sm^<Dmk7)v*)\s7,)v*-)immmmi£n%» 

[a] T^$n-5*#^3~i omomffimm.jZ&tVTtz, ^o7a 

->^ny^;PS> ->^o^>^;ps> ^o^e^X, tfcnj^>- 
20 3 — r 1 -*5\>nin u v>- 3 — r ;i/36> 1 - 7t5 l ;vHD'j 3 - 
1 -yatr^-— ;nfpys?>-3— 1- «v7u\Z)v%)v# 
n;i/)tfnu^>-3 — f;us>i-^^ >x ;u tfau^>-3--r ;pak 
tf^'jy>-4--f;n, i-^^;nf^u> ? >-4--f;p«> l-y-feg^tf 
^u^>-4— r^s, 1- (-ryyatf;!/*;^-^) tf^u> ? >-3— av 

25 S> 1 -^^>7.;i/*c— JI/tf^U v>>- 3 -- f;W&, fh7tHD77>-3- 

-ovm. 1 -pwn^nu H>-3— r;vs> 1 -*5P;nfpy h>-4— r;u 

[B] T^$tl^>^#:^3~l 0MOjigra^m?t^S<hbT^ 7 
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$»-l-<;i/S, 3-tFD^vtfoU^>-l—f;US, 3 - [7±^)V 

;i>) Tsy]-tfou^>- i — - f;u», a-C^v*^*^ c^^;w 75 
5 v>- i — ' f;ps, tr^u> ? >- 1 — fM > ^t^fi/>-f5>-H^ 

l, 4-^T-tf/t>-i— r;w^ ; e;i/^u>- i— fMijjiflssns. 

*#:^R 1 X«R 2 tbT»^Lx<«, tK*®^ jWP*, X^;|/». n- 

io ^atf;ps> -f yyotr;i/«, n-^/pat, <y^M. tert-y^s, 

1, 1 -v^^U^PtM!/*, 2, 2-y^5 1 ;V7 , OtM, l-x^ypbf 

4-^^;u^>^;i/S, 2-kFn^>7at!;n, 2-^h^rvyptr 

2-kFP*~>-2-^;k7°PkMl/S, 2-^h^y-2-^;^o 

M)vms 2- h*i/AM-;>7s/) x^»> 2-7th+^Dt:;i/ 

15 S> 1 -I^P- 2 - 1 h'D^y- 2 - /Wn^ 2, 2-5>;>Wl'- 
\-ttV?u\*M& 2-tFn^y-l, 2--J^)Vfu\f.)V^ 2-* 
Y^-is-l, 2--J^)Vfu\i)Vm. 2-75y-2-^7D(fM, 2- 
bHn*i/i?;H, 1, S-^^-S-hHa^^m 1, 3-v* 
;*3Ml—3-* h*->:7*^;l^ 2- W^>XM>75F) xg^S, ;* 

20 ^v'X^l/S, i/i'n^oHM, ^^n^;P3£, s y!7W\>3-)im. ~>^p 

>J 3 --f i-*^)U¥nViS>-3—()m. 1- 

7-t:^;utrp u> ? >- 3 — r;v-s> 1 -^ptf^-x;nf p us»- 3 

l- «v7u\i)\,ii)ViS—)v) tfou^>-3— -r^s, i-^^>x;^x 

25 f;Wk fh7tK077>-3-'fM, 1-^^tfPU 

f>-4— r;i/S, 6-(N-7 % fe? i ;pfcfpu>?>-2— r;w-^^;p*> (n- 
-TV^pt!;u*;^x;nfPU^>-2— ^^;w*^WJ^$n> -s-lt 
R^tXR^^-^fc^-DT^ne^^-rs^iM^itt)^ [b] T^$n 

3 3-1 OS©l&l61Jl«***S!ia6'*^-r*%>Ot^T»*U<tt» 7W 
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Vy-\— HD'J^-l-fM, 3-t Kn^vtfn<J^>- 1 - 
-om. 3 - [7ir^;K^?;w 75y]-bfnu>?>-i—f;i/^ 3-[<y 

7,)v-fc-)v i^)V) T5y]-tfau^>-i— r;us, 3- wv^ntfM 
5 -tfnus?>- 1 — tr^us^>- 1 — 2 - 1 

K □ 3^ t? □ u >> > - 1 — f ;i^¥^sn5. 

1) ^l/-ya)!)^S:5P^5S«Sn5tjft^L< ttiC [A] 3 

~io a©iiMSi§tiT^Tt.i^ii7;^jn^^L<jj^n 

3) R 1 OU2R 2 ) «Jpt^aiT»D, loR 2 (XteR 1 ) -f y;/nfc!;Wk 
•^o^nHJH, v^ny^JI/S, ^^a^.>^;P*> '3/^D^S/;ua, N — 
*^;n£ pyy>- 3 --urn, N-T-fe^tr oys?>- 3 --r;ps. n-p< 

15 ^Hf^U i?>-.4— T fh7t Fn77>- 2 —ovm> i-*?>z. 

20 t£$i£ns. 

i) *§-&^ 

25 2) i xii 2 mt © 3 ~ 8 m<Dj?mwm v < mmmmmmm. 
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U 

K«3Rat»*3ft«cb, Ka-;v^;ws. t:us>>$?-r;wk tr^s^sMJWfc 
**w-)VzS'i)i^ 'fv^ , ;-;i/y'fiH < l, 2, 4-#*u-5>7vf- 

;l>5MJWk 1, 3, 1, 2, 4-hUTV- 

5 ;ps?-r;w6, l, 2, 3- KUT^y-fM, if ;w5>-r;uafc 5-* 
^-ova, +y'j>y^M, -f y*v u>s><;wk 7*9s»5?-<;wk 

Wti^tlS 1 XJ12 gift© 3-8 M©I&Jt&^1t^S<h LTWU zi«©JS JK 
15 ttttS3R££ft£U T^U^>^;wa, tfoU^>^;l/S, fcf^^>v 

-f if ^ > - 2 - ;r > - >?-r t?^ u >>M $ . 

WTiStlS lX«2Mi4©3~8*©^#^^5SS^UTtt, 

jfc&*st£*:*iftu 1. 2-7i^i^>i> 1, 3-7i^i/>i> 1, 4- 

. 20 wcssns 1 xtt 2 sua© 3 ~ 8 s^fltra^m^Si LTS> =Hiffi©Ag]» 
ttft*iR£&*ttu 1, 2-->^ayntfi/>«, 1, 3-v^Dy?i/>a> 

1. 3-z/9u-«.>5-V>& 1, 2-S/^o^5/l/>*, 1. 4-Sy^D^\ 

* s/ 1/ >^*«w*sn«. 

WT^$n-g>^m4 , ©^*M^^m^tM^^tlTV^Tt>J:V^^2~ 
25 4©7Mk>Stl/Tll ^S^2~4©T;U^l/>S4 , ©^M J ?0-g|5^ 
tt*®^fcBifc£ttWT*>«fcV>££*i*U -CH 2 CH 2 -, -CH 2 CH 2 
CH 2 - -CH 2 CH (CH 3 ) -> -0-CH 2 - -O-CH (CH 3 ) - 
CH 2 CH 2 CH 2 CH 2 -^^^tl§ 0 
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4 <Dmmvt<D7)v*r~u>&t ltd mmm. 2~4®7j^i/>i4'©Ki 
m^<D— uwMmmTizw&ztiT^Th&^mzn&v. -ch=ch-, - 

CH=CH-CH 2 - -CH 2 -CH=CH-i^i$tl§. 

2) ixtt2^®3~8 jt©3?#*^ b < 

3) i x« 2 gut© 3-8 mvm mm^mnm, 

4) ^m^cD&tmmttmmmTizwwtztiT^T'b & ^mmik 2 ~ 4 ©t;mt v 

10 1) 1 X« 2 Sittt© 3-8 S©ffif lx < «fltB^1fi^M, 
2) 1 Xte 2 Sttt© 3-8 M©Igl»i£B*iSlSiS> JkXfi 

15 TE©*ife£#*8feiit2n> 
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i) {f)v-zf&frt>ts.z>Mfr zmtRznz i mm l < » 2 ««±©@&g£:£ 

7i-M, ±y^)m. tfDU;^ ^x-;ps, 
$^/u;kb, t^yjM, ^tvu^s, -fy^yvu^s, *w/u;wk 

77&7WMk. t?Uv>-;i^ tr^^-jps, tfus^r.;i>g, ku^- 
'f^h'UM, ^>"/^7-;wS, ^>v*^x-;ug, 'WAfs^/U 

15 ^-y'^Uv 5 -;^, +;wjr;n, *^/'J 

s> tfu^-;us, trusts, tf5s?-juai> vvm-frm&imm-zn 

So 

20 ^ddS, ->:7V», b'J7MD^^S, ^h^->S, xh+i/S, HJ7 

r-fehysHS, ^ws;!, ^^^^jw^-f^ 
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— 3-7M07I-JVS, 4-7MD7i-;H> 3, 4-/7M 
10 0^x-;VS. 2, 4-'77JVta7i^S, 2-^aD7i-JH, 3-^ 

pd7xzjh, 4-i?pp7i-M, 3- hvy)^u^)vy^)vm> 

4- KU7Mn^^7x^S,4-^ F^yx^MJ-Ift-^i 
— JUS> 3-7MP-4-^h*->7xZm 4->7/7xrjH > 4- 

(t;i/*U/) 7xz;«, 4- (tf^vV) 7x-;«, 7V7;>-5- 

MWWi, 2-7;i/^-nifu> 5 >-5--r;^ 3-7)V*u\fW>- 6- 
-f;i/S> 2-^nat?U> f >-5— r^S, 3-^Dotf'js?>-6— 
2-* h^vtfUv>-5— f;ws, 2-* h*->tf <;>>>- 6 — -f;]/g, 2- 
20 xh^>E'j>?>-5- 2-xh^->fcfu> 5 >-6— r;ps, 2-tf»j 
sirups, 2-tfus?-;i'g> (2-hij7Mp^fjw tfu^>-5-^ 

(3-h'J7MP^5 1 ;W 2-^T/tfU> J >- 

5 — r 7i-s, 2-tf^^;vs> 3-H'j^-;n^«$n5. 

Ar<i:LTjftL<tt7xZM, 2-7MP7x-JH,3-7WP7x 

25 -;i/S> 4-7;^n^xzi;i/S, 2-h'j7Mp^^7x-;H, 3-h 

U/WP^f^?!^ 4-h'j7Jl/tn^^7xr;H, 4-^^^ 
4-^^>X^JK^7x-M > 3-7)V$-U-4-* b^ris 
7xZJH, 3, 4-77MP7xrM. 2, 4-77J^P7x^S, 

4-^an^a:x;i/^ 4- (tf^U^>- i— f;W 7x-;i^ 4- 
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^p^ww (3- hu^^a^^) -6-truv 5 

i) — [i - 1] Tfssnsft^ni, 




ra*, b 1 . b 2 , b 3 , rk rk r\ r 4 > w^Arii taiE}cim;i? 

$>Z>o ] 

2) — $3; [i-2] -e^n^t-^ 
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BK B 2 , B 3 , R 1 , R 2 , R\ R 4 EXKArfcL mrfBfclwIDTi&S s . ] *$ifi 
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No 




No 




1 


F * 15L ytVw cH * 

O "v^n )_ CH3 
H 3 C 


10 


° "XS^N )-CH 3 
H 3 C 


2 


fS^TI h h " oh 


11 


w h*CH 3 
H 3 C 


3 


o ^ CH3 

H 3 C 


12 


"^U^L t! H nu 
N^vN,^. N CH 3 

7T I T />-n 
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H 3 C 


4 


F /7-\ N> n CH 3 

H 3 C 


13 
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14 
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H 3 C 


15 


H 3 C 


7 


a h rH 

H 3 C 
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0 "N^N >-CH 3 
H 3 C 


8 
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17 


I ] |j H rH 

0 )-CH 3 
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° )-CH 3 
H 3 C 


18 


° >-CH 3 
H 3 C 
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NO 




NO 




19 


<=! ^ 

UkJ-^H ,CH, 

)— CH 3 
H 3 C 


28 


H 3 C 


20 


H 3 C 


29 


N /- CH 3 
H 3 C 


21 


O ^CH 3 
H 3 C 


30 


v N /— CH 3 
H 3 C 


22 


O k >s^N >-CH 3 
H 3 C 


31 


H 3 C ! 


23 
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H 3 C 


32 


N CH 3 
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24 


IN /— CH 3 
H a C 


33 
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25 


H 3 C 


34 
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26 


<TW"? » H CH 3 

0 <v^ N >-CH 3 
H 3 C 


35 


H 3 C 


27 


fW'l a H CH 3 

0 >-CH 3 
H 3 C 


36 


CH 3 
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No 








! 37 




46 


H 3 C 


38 


n ir^*i H H 

N^SfN^t^R ,CH 3 

HgC 


47 


N'^K^H CH 3 
H 3 C 


39 


H 3 C 


48 


H 3 C 


40 


! I X?N^VCH 3 

H 3 C 


49 


° )-CH 3 
H 3 C 


41 


H 3 C 


50 


^V^ll H i_i H ?H 3 


42 


^\r^ N h 

O )-CH 3 
H 3 C 


51 




43 


° "v^n )_ C h 3 


52 


° XX^v CH3 


44 


H 3 C 


53 




45 


0 >-CH 3 
H 3 C 


54 


° ^ N S CH 3 
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No 




No 




55 


CH 3 


64 


° CH 3 


56 


CH 3 


65 


F F 


57 


CH 3 


66 


F F 

N CH 3 


58 




67 


F F 

F '0L- v B v ^A 3 CH, 

IN 1 

CH 3 


59 


° N CH 3 


68 




60 




69 


F F 


61 




70 


|N 


62 




71 


^Vll H ? H 3 


63 


py^ o 
! 0 ^„ 3 


72 
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No 


«&3t 


No 




73 




82 


F ° 


74 


MA co CH, CH, 


83 


p F O 
Wk^yN,- ri ch 3 


75 


ch 3 

F r^ll H ?" 3 V N-SQ 2 CH 3 


84 




76 




85 


°"JT VyVn"T n ^ COCH3 

o K^nT 


77 




86 


^ N 


78 




87 


^Y*¥ H CH 3 
H 3 C 


79 




88 


'* / *-»n 3 
H 3 C 


80 




89 


a o « - 

° >-CH 3 
H 3 C 


81 


fV| h H3< ? 


\ 





• 5-(4-7Ma7xz;i/)-N-{2-KV^a[fjK^fJW75/]-lH-^> 
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X-f 5 ? y-;p- 6 ; w - 2 - tf u s> y^u^-tr 5 H , 

• 5-(4-^;i/^-o7oi-;u)-N-{2-Kyyntf;K^5 1 ;W75y]-iH-^> 
x-r 5 jrv—)V- 6 — r ;w - 2 - tf 5 5? >#;M^-y-s f , 

• n - { 2 - y y d tf 5=-jw 7 s y ] - 1 h-^ >x-r 5 ^y- )v- 6 -r ;w - 

5 N-*3Ml/-5-[4- (hU^^D^^P) 7I-JW-1, 2, 
i?77-JH 3 -#;l^*1*i= F, 

• 3-(4-^;i/^-P7^n;i/)-N-{2-Ky7 p atf;K^^;u)T5y]-iH-^> 
X<5^y-JW6— r;w-i, 2, 4-^1f^7y-;P-5-*;U#W5 F, 

• 6-(4-7Mn7xz;W-N-{2-WVyn^U5 1 ;W75/]-lH-^> 

10 x< s 6 ;w - 3 - if u i?>*;« H, 

• n-{ 2 - [ 1 - 7-t^)V- 3 - tf d u s?n;K^^;w 75 y ]- 1 h-^>x< 5 
^y-;w 6 —r ; w - 5 - ( 4 - 7 p 7 x w - 2 - if y 5? > # s F » 

• n- { 2 - y 7 p tf ;M* 7 5 / ] - 1 h-^ >X-f 5 ^y— 6 --f M - 

5- 7i-;h 2-tf^> ? >*;p^^-y-5 F, 

15 • N-{2-[l -7-fe^;W-3-lf n U /] - 1 H-^>X-f 5 

6 — r m - 5 - ( 7x.-ji) - 2 - tf 9 ^ ># ji^ f > 

• 5-(4-7;U^-P7otr:;i/)-N-{2-[-ryyPlf;K^^;i/)7Sy]-lH-^> 
X-f 5 6-fM-2-K'J5i?>WW5H, 

• 6-(4-7MP7xn;W-N-{2-KV^Dt?;K/9 1 ;W7Sy]-lH-^> 

20 x-f5yy-;w6-r;w-3-tfu^y>*;^^-9-5 f, 

• 2-(4-7^07i^)-N-{2-[<y^Dtf;K^?;l')75/]-lH-^> 

x-f ^ ^y-;p- 6 — f m - 5 - tf y 5 ^ 5 f , 

• n— {2- [-ryyptf;w (^5=-;w 757] -iH-^>x-f5^/-;i/- 

6- ' f;W - 3- [4- (hU7;u^p^^;W 7x-;W -1, 2, 4-^ 
25 +t5?7y-;i/- 5 -7a;u^it5 f, 

• n- {2- [-ryyptf;i/ (^wio 757] -iH-^>x-rs^y-;i/- 

6— r;H -1- [4- (h'J7Mo/fJV) 7x-;W -1, 2, 4-h'J 

rv-fr- 3 -#;utf^-y-5 F, 

•n- {2- [-ryy*Ptf;i/ 75/] -ih-^>x<5^/-;i/- 
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6— C;W - 5- [4- (hVyfrXUt^M 7irJH -1, 3, 4-** 

•u-s^tv— JP- 2 -#;w^u-5 b\ 

• N— {2- MVfaVfr 75/] -lH-^>X-fS^;-JI/- 
6 — (M -5-*^)V-l - [4- (hU7;^P^^;W 7i-W - 1 H- 

5 lf7 % /-;i'-4-*;^^+i-5 h\ 

•N- {2- MvynK* 75/] -1H-^>X<5^/-;V- 

6— fJW - 2- [4- (h'J7MD^^W 7irjW -2H-fh7^- 

;u-2-^;i/#^-y-5 h\ 

• 6- (3-7MD7irjW -N- {2- MV^ni;^f;W 75/] - 

io iH-^>x-f5y , ;-;v-6-rw -3-t!u> j >*;^^-y-5 h\ 

• n- {2- [-rv^ntr;p 75/] -ih-^>xv$^;-^- 

6 — (M - 5 -7I-JI/- 5 - t!U 5i?>*;i/^lJ-5 F> 

• 5- (4-7Mn7iz;w -N- {2- C-rvyot!;K^W) 75/] - 

l-^fJP-lH-^ >X-f 5 6 — (M - 2 - M U 5 

15 If 5 h\ 

N- {2- MVZfU&V i*^)V) 75/] -lH-^>X<S^/-^-6- 
20 -HKS; C I ] T8Stl«Mtt, fl*tfOT©«ifi#ffi£3ttiDfc*'&fr-&5 
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[j£4>, BK BK B 3 , R\ R 2 , R 3 * R\ WRtfArtt. gMBKH 
•5. 1 

£ [in *r**n*fls^»t— [iii] T?ssns 

;k mk*?-u>, ^nD*;uA, f h7tb*D77> (OT. tthfj 
5„ ) , i, 4-> ? ^it> (OT. rj?^u->j ) 

MZ-itN, N* -^y^OA^^WM^Sh*, 2-^nn-l, 3-v 5 * 
3Ml/-2--r$^y>J «j7A ^DK H, N, N' -y-fV^nf;W;^y-f 

5H, l- (3-^^;prsy^oK;w - 3 -x^kfr^vM' 5 h\ l- 

SC • HC lj <hV>5. ) v h 'J 7!/-;i/- 1 -'f M^r'>- h U ^- (i 7 
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^7x^o^7yH> l, i • -fDv^)v=j^ ^yv—)vm-hm^n^>. 
ffi&Mv&mmtVTi,*. [in *cs*sn*<&&* i ^wc** 

5 l i tji/TisiitJWjgsn^s b < « i ^Ji'- 1 . 5 t^jtitsn*. 
s*sa*»» -5 o*c~i o o'catfljjssti, $?£b<«-2 ot:~5 

siSKuwtt, mn. 3 o #ib~ 7 a mmm^n. k& v < » i p#p^~ 2 4^ 

10 — te£ [in T3Esn**;u#>iftfc«AT. **;^>ftos>&tti!l«flc 
t— 1 i] TS^n^.'fb^<t^^$-&5c<h{c c t-pT ; fo-|g^: [i] 
T?s$n*^«i*8Kfi-r<5 - <t t>7?^§ 0 
— «^ [II] Ti$n§^J^>t©gji£;ttf^tbTtt, «*.H»/\n 

yxt^K s^as**, ffiix^f;k sf 7s Widens. £fte>© 
15 una r^zf^F&mvmmtnm (j§*s«**8u timw^ 

tfc, 1 98 3^) *#MKl«atcW«lIflBT?»*. 

[in T?*an*fl3^*©»Any>ns»»4, — «a [in 

tisfl^® £^*&2o ©77 feJctse vv\ o y >te#J £ £ « £ £ £ 9 #3 £ 

— «sss [in Tajsns^wos^R^TKi&tt, [in T&sn 
-sfli^ftfie^ao^fcfiev^mjih uxws >#©75 >©#£t> 

[in i?3isn3^#)©«&x?;^jw^ -h&5$; [in T^sti 

-T5h\ 1- (3-^^75;t*dWW -S-lfM^^Sh'f© 
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<SF, l-th'o^^/hijjy-^ (OT, THOBtJ ) m 

©N-fc Kn^Xt-S-ti ; 4-rhD7iy-;K2, 

[II] TfSSn«MoStt75 Kli, — [II] T?*$tis 
ft^#l$«^©7jSf^V^ Wtttl. 1' -*^fc;P3?-T5^»/-;k 

l. l' -*;p^-;nfx (2-^W5^/-JW *fcfi****ciKJ: 

10 [II] T£3tt3fc£tt©KfcttR*#©fcJB*£bTH\ S#> - 

«si [i 1 1] •vm^n^t^i'EMzMvo. swTbSj&mwfimTF-z 

;K mt*?U>, 7DD*M, THF> DMF, tf U 5?XfXl4*©JB'&» 

tfh'JxWSX y-fV7'nt!;n^75X KU^>*©W««£Xfci 
tfa£©£ffi*iLTJi, -jJ5fc£ [III] *C*3n5ft^ft 1 ^Hc** 

w^ft, $f*b<«o. i~o. B^jWfejtsn*. 

Mf3^J5Si4M#:§ffl^§«-&©Sii&MtbTa,ffl^- 5 0"C~1 0 0*C 
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-ssiS [in ti^nsft^ijn ruig©^#f§^^#5^ ~» 

(Synlett) 6^> 8 2 91 (2 0 0 050 , i?>?—j-)V • ■ 
/r^yt^-^SXhU- (Journal of Medicinal C 
hemistry), 4 1i, 1 8 5 51 (1 9 9 8^) « 0, 4 4#, 7 0 3 
M (2 0 0 1^) , 'N^n+K^X (Heterocycles), 3 5#> 
1 5 5 11 (1 9 9 4^) , v>ir->7. (Synthesis), 6 0 91 (1 
9 7 530 , i?*—±)l< ■ • AfOit'fi'iJy^ • ^r$X MJ*- (Jour 
nal of Heterocyclic Chemistry), 3 2t, 1 

5 6 3i (1995^) \zmm<DjfmzmvTm$k?z>z.thBjmx~&%, 
x> [ill] TS^ns^ti, KTo*st:J:Diiiiitgi?S5. 
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2-1: 



R 2 



OoN 



B 3 R3 




2-2: »te 



H-jN 



B 3 R3 




evil] 



2-3: BocS^/^S 




N R2 



[VIII] 




10 



2-4: 

1) &g,R4-X 



[VIII] 

[5S<K xtt, jug, 3>)*«0ADy>sf, p-Mi/x 

IS2-1 : 

— last [iv] T**n*fl3^*t— «ec tv] T^^ns^it^TStt 

«5 5 Ot:tCT, 10#~4 8Rm L< « 1 ~ 2 4^iPf^f § 

CtfciO— te[VI]T*3n*rtr&**#*. £Hf (sealed 

tube) 4>Tfif5 C 
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^fS&mi&tlsXfe, «*.HZ5WrU->\ THF, Tirh-hUJk DMF> 
SJ^WPyUUfc+S' K (^T> TDMSOJ ) , 7th>*i«flSSn, 

ff*L<tt^*-U->. DMF, DMSO^frWtStSn*. 

[v] -pssnsft^nioftfflitUTtt, [iv] TS^ns 

5 ft&m 1 ^ b 1-50 *;W««5«*n» £F * b < tt 2 ~ 1 0 WiffiSk* 

HRi* [vi] T^snsffr&tott, t#e>nfc-«es: cvn -?mz 

I§2-2 

-jR5« [VI] T^Sn5l"fc^©-hng£g7nU -J&iS [VII] 

15 stis-fb'&ibfra. m^ms, w^fiwoo 2/4001 9^/^71/5/ h 
mR 4 =Ht»fe5tt, -hrs [vi i] Tjasnsflj^ta*. 

Ig2-3 

-fl£5£[V I I ]TSK3n*fls^**flS3fe4Mno^*fcJ:DB o c«LT. 
20 — «a [VIII] xmznzit'&itotTZ. BocMftli SI©#ftTf 

eU5?>*&/flV>S££#'WT?»5. X, Bocl^tim TffJR©tt 
&*fflV>S£ia**Jffi*e*D, #J;U£ (Boc) 2 (X N-t-^h+^>*;i/^ 
-M+v"f 5 7-2 - 7i^7t h 'J t-7=?)V N-+h^W5 

Boctiaioffiffl*tbTtt, -asss [vii] T?**n*fls'fr* 1 ^ncss- 

ffliiUTH — JK^ [VII] T?35$n*ft^'»l : E;Pt»bO. 5-5^ 
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THF, DMF, tT U ^>*X»4-t©fi^««t«5*««SSn*. 
TM 2-4 

— *E£ CVIII] T?3i*ns^«fcNaH^CDifiStfea^lxT i E^-& 

suticfcD— j»a ci i i] T?^$ns<b-&«&#s. ' 

-HKsfc [VIII] T?££tlM:£<» 

0*0-5 0t©MT3 0#~1 2B3|H!KJ£&fr^, R 4 $#A-r-5. 
10 IS©^iiUT}J, — «^ [VIII] T^&n-BflJ&f&l^WCOSri 

fflitLTii, -jfeis: [viin T^sns^m^wc^i-i o^u 
^#i*£ti> 0£L<«i~3t;t/^jf$t£ti<s„ 

15 ^— h*»tws$ns. 

X, B o c ai©Itt«8ltt» «^0^)*fccfcDfT5il<h^Rj^T^D, 

20 £ ^u^-^^^zf - sf)V— -fTs • -f > • #xy/7 • ->>-fe->Xj £#{frzr 
#*) . 

ft> [IV] T«$n*fc^Rtf/Xtt-*S£ [V] T^tlSft-g- 

25 «5i2f8s3 

3 is, w*t 3 ~ 8 mmmm&mmmmm&T~$>z>ti?\zmmtemm 
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R 3 _ R 3 f^N-N R 1 

C_N R 1 &™ ,^V-N R 1 PhOCOCI HN-P L k >~N , 

"-n r 2 ^-Nj r 2 tr y >»v o 

I 2 3 

o 



o 

5 



R 3 1 ^ [J 3 Rl 

^^3-T-CxH 2 — Ar O^"OH 2 



5 



[1-3] 



G- 

fcL — ^ [I] +©Wfc*it5 3 ~ 8 Ph 
5 «7x:iJl^£SlU R 1 , R 2 , R 3 £.tfAr«, tijfBfcflCT&So ] 

-^s: [vi] Tf3S$n*fl3-&«fc:ffia"r*fls^*i*, 
S7c b x<k&Vs2_ tTZo TMfr&<» 2. * tr u > , 7 x d p j^;m - 
h^ViT7x^;u*-A^-h^bT^^A^t-^o fljfr«3fcL ft;-&#>.4 

t»^a*Tfti'&«5.tr*. ft^3.3^6ft^5^©**tt» mkfWOO 

io 11437 gw>7v*j hfcaaao^s^BBTf**. #en/t^-&#>5.«> 
£ u t * 5 a ^ d v h ^ 5 7 w - ^ «t 0 # m t z> c £ f;: «k 0 — $3; 

)V • -frSX hU— ( J o u r n a 1 of Medicinal Chemis 
15 try), 4 3#, 2 7 031 (2 0 0 0*P) > fh7Ah'D> • V9— X (T 
etrahedron Letters), 3 6 3 5 91 (1 9 9 7^), 
3 9#, 6 1 71 (1 9 9 8^) «fce*©#ttfc*CT!PI»r 5 Zl £ *> rJ 



WO 2004/011440 



45 



PCT/JP2003/009610 



ft, 7s/s©«ms> *n&©m& *;p#^i/;w6©«K»xtt^v* 

trzsiDVft—yvm. x^v^i^x^g, :7nif;w:fr^#;i'#— jvas. tert- 
7b+i/*M-jni0tt7JV3^r>'*;^-;H ; ^>^t**>*^ 

S^©T^J^;^^'>*^-^S ; HJ^WUv'U;^ tert-^-Ho?* 

^ntf;i/«. tert-^;WS^©«T;^;US; MJjWWS/UJWk tert- 
7fJl''7/5 1 J^> l JMf©SI7W->'JM ; ^ h=lr:>pWI/g, 2 
h^>-xh^->^^S^©^T;l/r3^->^5 : -;l/S ; f hvt Hp^-JI' 

>*j)V&. hu?;i/S^©T^;w^s ; T-fe^;ws^©T^;w» 
u ^hk, h u * ^jw> u ;i/x h * ten - i^vv* ?-)w> y 
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46 
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p-* b^f^v^S, p-aho^>m ^>XhH 

HJ^;ux^©7^Ji'^i'^Wf e>n> x?\Ji/g> 

^tt^tcfcD^S^M^.«XMfB«t©^[yn^^^^ y • 9)V-~?7s • 
•i'>-t-^Z7i'--»tv'X (Protective Groups in 
Organic Synthesis) , T. W. ^'J — > (T. W. G r e e 
ne)^, John Wiley & Sonst (198l¥) #88] Xte^ 

o. o 1 %jw»£*wM©fe ^L<fih'j7;vtPSK, *p&* mmm. x 

[i-i] T^n^i^^t^t^MME^ 
&m&\zmMt?*z.t\z&Q: mmm. mmm* mmstm. 
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&, mtfaAfe mwimm, o-dm. mm. as*, 
ait^PfS • dw&m* «b«»», iftusrn, »»m» «»m, 

7-f^o^ij^'j>7yW, &&y-tu>> ^^^r-f »t;i/S>k*^^^ 
FX XtTU^^^A. «w«s*^<». *WiSK ^>3?JP 

25 fc&oTfck ffl^fc7XX«lt&©jSS^#:^^XOT®$i±§^-e^oTt)ct 

;i*i£>©§S£iJ«, *f6M©<t:^«*E**W3£'»^#©i- 0~l00li%« 
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n§fi^0~9 9. 011%, jfSL<tt40~99. 0 MX^finTS H £ 

£D0. 0 1~2 Omg/kg£l~ffc|§H;:#ttT> X, 

0. 0 0 2-1 Omg/k g*l~SREIC^W-Tlft-**rs©3&«»Sb^. X, £ 

10 =»>tf^—>3>^fe 

15 5. *^BJ©^feS:lX«2^±©#fflffl^Ji^^ffl-r5^, m-© 

20 #fflffira©s-^*», ffi^±ffl^e»nx^5K«fc^-rn««fc<, 
m(Dit^tmmmmmt^m\zmmvx%?>ti^-<Dmm<Dm^ 2) 

25 *f§BJ©fl2^t#fflffl^Jt^glJ^fc^Kfc:LT#e.nS 2a©«3SI©|gHS: 

#«»T©ra«fia!#, 3) *&®<Dfc&mtmmmm&£&m*tzm\fci,x& 
zn%2m<Dmm<Dm-®*m®x<Dmfflm&&^x<D®^ 4) ^jg^©^ 

«t#fflffll(l^t*mfcMftbT#Sn5 2a©fiWJ©S35:*«!#i(SK > Tf© 
WHS-*, 5) *56W©^«Jt^fflfflSSWtS9J*K:a3W{t:LTfl6*iS2a 
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±fH mfcfilfe'&M} itTil «IA«l)^>J^/>a (glitazoaes) 
ffis 9 (ciglitazone) , J?)VtfV?V> (dargl itazone) , X>^U^ 
10 V> (engl itazone) , -nt^U^ % /> (isagl itazone) (MCC-555)^] , 

V?V> (pi ogl itazone) , Ul/itV9V> (rosiglitazone) , bUt?V&V> 

(trogl itazone) , BRL49653. CLX-092K 5-BTZD, GW-0207, LG-100641, LY-300512 
f©PPARr7^-^ F : 2);* FIJI'S Xmetformin),y7j>;i/5 Xbuformin), 
7x>jJn;1/3> (phenformin) mo\f.97i~^ F3J ; 3)^^ >?D'»*X 
15 7r^-K-lB IffiM ; 4)7tKW ^n^n^SP. ^Tk'^x 

(diabinese) , ifVO&yS. F (glibenclamide) , bfv* F (glipizide) , 
^U^U F(glyburideK^U*fcfU K(glimepiride),^U F(gliclazide), 
^U^>^F (glipentide) , £f U F > (gliquidone) , ^UV^SF 

(glisolamide) , F^-tfS F\ h)V??S. YmO7)V*~)V<0V7 ; 5) WI^U 
20 X F (repaglinide) , tf^'J-F (nateglinide) ^©;*^D^~F 

(meglitinides) M ; G)7fi)V#—7 (acarbose) , 7i?-fti'> (adiposine) , 
*5^U#— 7 (camiglibose) , XS^'Jr- F (emiglitate) , 5^U1 — ;P 

(miglitol) , tftfV&—7 (voglibose) , 7 p ^v J 55>>-Q (pradimicin-Q) , 
-tf-;WtfX^> (salbostatin) , CKD-71K MDL-25, 673, MDL-73, 945, M0R14 4$ 
25 ©a-^nv'FbHa^-tfafi ; 7)r>^5X^y F (tendamistat), 

YV7&^> (trestatin) , Al 3688^© a -73 5— ; 8) U y 
UF (linogliride) , A — 4166 ^©O* U >#IK{£ii5!l ; 9) ^ n=e^)V 

(clomoxir),xh*^S/;U(etomoxir)«s©J&KftKft«HWSa ; 10)5^UV- 
jKmidaglizoleK-f-tf-^U F— JKisagl idole),T J U F— ;Kderiglidole), 
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-f ^/^ItXidazoxan) , X7o^U"> (earoxan) , 7;WD+f>(f luparoxan) 
^© A2 7>^3fnX h ; 11) (biota) , LP-100, J KyM F (novarapid) , 
insulin detemir, -f >7,U>U'/o (insulin lispro) , insulin glargine, -f 
>7> U >E», Lys-ProH>XUX GLP-1 (73-7) , GLP1 75 F (7-36) 
5 fO<>7'J>*fcS'f>^'J>5^f'f'^X ; 12) JT-50K 7 7MU^ 
\/-;K f argl i t azar) #<D&7-T*S U 3» ; 1 3) MK-0767, CLX-0940, GW-1536> 
GW-1929, GW-2433, KRP-297, L-796449. LR-90 SB219994 ^©P PAR a/ 

±|B r]«ejfii£»fleKJ tbT«. 0»J*-fc£, l)nl/XxU;W7$X nlHrtfx 
10 1/A (colesevelem) , nl^X^— ^ (colestipol) , 3Sff^h7>©^7 
;P^75/7;Wl/f§^#^ UVTs^yV (Colestidglii&*I) , P3Wh 
<LoCholestS»iS«> , ^I7h7> (Questran IW) <f ©mtKKUME 
MM ; 2)7 h;WtX^5 i > (atorvastatin) , 4 9rt7>9 ! ?-> (itavastatin) , 
7;WU^f> (fluvastatin) , uA7s9^-> (lovastatin) , y*yA^9-> 
15 (pravastatin) . U/N*X^5 1 > (rivastatin) , D^;U^f> (rosuvastatin) , 
->>nx3'5 1 > (simvastatin) , ZD- 4 5 2 2WMG- C o AjtTcfiftSBi 
8% ; 3)HMG-CoA^ga^J ; ^^th-^XXfJK 0-yh7>fn- 
;K X^P-^JVxi^H, XW5^ (ezetimibe) ^03 l^T-n— ;MRJRE. 
; 5)7/15/5^ (avasimibe) , X!7;i/~>$^ (ef lucimibe) , KY-505, SMP-709 

20 m<D7zy)vzix>^ AAn^^u—^r^v^mmmmmm ; 6)jmo5, h 

;U-feh^tf^ (torcetrapib) , CP532632, BAY-63-2149, SC-59K SC-795 ^©C 

uy^y'y—Y. ^y^y^y—Y, s sy°uy 4~?y—y, yuyjy'?— K 
Xh7-f K 7x77-{77-b, yi>M> (gemcabene) , i?3->y 4 

25 7*Dy^ (gemfibrozil) , GW-7647, BM-170744, LY-518674, 7<(7Vv9WM 
[fHA«7hn5H (Atroiid£«iS«) , afcTK (Lopid » HJ 

3-;KTricora»iffi«^)]«©PPARo7rf^h ; 10)GW-4064, SR-103912 
^FXRl/t7*^-7>^^h ; 1DGW3965, T9013137, XTCO-179628 ^© 
LXRk-fey^-7=T-7; h ; 12) :M 7->>^£>U#7a5M' >£jSMJW ; 
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13) U->-7>zS*^>z/>mmm ; 14)S£PV^Atehy^U-feU FUSI 
lfi§?BJ; 15) BARA1453. SC435, PHA384640, S-435, AZD7706 ^©BiftWfMPl 
; 16)GW501516, GW590735 f©P P AR 6 7rf~X h ; 17) hU^U"feU H-n 
jftMffi ; 18)LAB687, CP346086 ^©MTT P Ifl^J ; 19)titfftU ^P^T > 
5 >7^—tf— ; 20) 7;^ "7 l/>x#^->^— if ; 21) jMvKK&Bl 

£$| ; 22)MK-591 ^© 5 - U#^r^y^— tf«ttft^>/^fi«W : ^*WT6 

±15 rffijftUBE&gHj £ L/tfl «*tf 1) * □ P^T U H >, Z DDf 7y h\ 
y^DD7it5H. tHD7Wn?7e?H, -f>^A°=-K (indapamide) . 
10 hKD^DDf7^HfOf7^KI;^^-H (bumetanide) , xtf^U— y 
?m. (ethacrynic acid) , 7 0tSh% h)1^5 H*©JH7'«, 73oU H, 
hUTA^l/>^©^FU«7A^, TsfcfP/^HX Xtf 1// >m<D7)V H* 
xa>T>^rf-X h^©fiM^J ; 2)T-fe^ha-;i/ (acebutolol) , 75V 
P— ;k ^l/n- Jl/ (betaxolol) , ^A*>hD-Jl/ (bevantolol) , IfV^P 
15 P— ;Kbisoprolol),5£tf> Hp— Mbopindololh^UT-^P— JMcarteolol), 
#;W^p— )V (carvedilol) > t'J7*DD- (celiprolol) , iXta-;!/ 

(esmolol) , Of/o-;!' (indenolol) , /^do- )V (metaprolol) , 
± HP— JMnadolol), ^ fc'^P— ;Mnebivololh^>:/ > p— ;Kpenbutolol), 
tf>HP— ;k 7"n/Vo- ;K V^p— ;k ^-^Hp— ;U (tertatolol) > 
20 fijyn-* (tilisolol) > 9 L; 6P-;^0j3-7Hl/^-U>yP^*- ; 3) 
7APv ? k!> (amlodipine) , 75^> > tf> (aranidipine) , 7Wx$?kT> 
(azelnidipine) , /^)l-ZL5?\d> (barnidipine) , ^\~> > tf> (benidipine) , 
^7 P U> ? ;Kbepridil),>'^-;i/> ? tf>(cinaldipine),^ Hf^tf Xclevidipine), 
S^U^T-tfA (diltiazem) ^ X*x>*fcf> (efonidipine) , 7iD^tf> 
25 (felodipine) , #PAS;U (gallopamil) > ^fX^> ? t!> (isradipine) , y 
-y~y\L> (lacidipine) , l/5;i/v?kf> (lemildipine) , U)V%~i?X> 
(lercanidipine) , ~%)Vi?\£.> (nicardipine) , y7i-tf> (nifedipine) > 
•=.)V^7VMy (nilvadipine) , (nimodepine) , zy>J?t> 

(nisoldipine) , XHl/i?fc?> (nitrendipine) > V~S?(f> (manidipine) ^ 
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•7=7- W> (pranidipine) , n?ns.)V (verapamil) A^-f > 

*)V7uyi3— ; 4)^:Hf:/yJk *^h^UJk v^lf^lUl/ (cilazapril) , 
x^yj ;i/ (delapril) , X^-^^U;K 7:<r W :7°U;i/ (fosinopril) , -f 5 
JKaW y'J ^EX^r^^U ;Kmoexipr i 1) > ^^-^U JV- (quinapr i 1) > 
5 ^U^yh (quinaprilat) , (ramipril) , m>\*7V)V 

(perindopril) , ^U>r t n7 p U;U (perindropri) , ti~7'V)l (quanipril) , 
Xbf^yjJP (spirapril) , "rJljy°^)V (tenocapril) , h^>F^yj;U 
(trandolapril) > y7xy^'J^ (zofenopril) ^07>^f>-»W 
^IS : S^;5)^AhU7^ h (omapatrilat) > # h U ;P (cadoxatril) , 
10 x# F hUJk :7*$'KhU;i'(fosidotril),1f>AhU7'.y h (sampatrilat) , 
AVE7688, ER4030 ^<D *&X > Zf?-?—V IBM ; 6>xl/ir>*> 
(tezosentan) * A308165, YM62899 f©X> H-feU >T>^=f— 7. h ; 7)tF9 

7> ? >> ^ox>»x s/^v^k -u^-;v7)vzi-)i<m(DM.mimM •, 8) 

15 > (pratosartan) , fry-V-fr^ > (tasosartan) > "rfr^fr? > (telmisartan) , 
/VV-V-JVpy. EXP-3137. FI6828K. RNH6270 ^©7>> ? ^>> / > II ; 

n^^j- ; 10)-^^V^>> ^Hv^P (urapidil) , 

hU^y->>. K*-tfV:>>> t7Mi^K <>F95>, WHIP164, XEN010 
20 fOal?D»;A-;U)a7i + ^> (lofexidine) , ^7*X>>> 
(tiamenidine) , ^V-i?> (moxonidine) , U 1/^— > 5 > (rilmenidine) > 
^T7^>X (guanobenz) m<Da 2Trf~7, h ; U)7)V^^u>m.mM^ 

±|B r#rjE#§SiJ ilTH Fil^-^D/^P-fe^^ (paroxetine) . 7)^*1* 
25 ^> (fluoxetine) , :7 ;c >!7;i/^ 5 > (fenfluramine) , ^;i/^^1t5> 
(fluvoxamine) , tJl/h7'J> (sertraline) > -f 5^7 5>^©5HT(-feD 
h-» h^>X^-^-Pl*^J ; 2) GW320659, ^M75A 
(talsupram) , /57i>>'^0/^X WJ>h7>7,^-Iti ; 
3) ijtt/t>h (Sanofi Synthelabo) , SR-147778(Sanof i Synthelabo) . 
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BAY-65-2520 (JU JL)V) . SLV-31 9 (VJWW ) , ^<Dttl USP5, 532, 237, USP4, 973, 587, 
USP5,013, 837, USP5.081.122, USP5, 1 12, 820, USP5, 292. 736, USP5. 624, 941 , 
USP6,028,084, W096/33159, W098/33765, W098/43636, W098/43635, W001/09120, 
W001/96330, W098/31227, W098/41519, WO98/37061, WOOO/10967, WOOO/10968, 
5 W097/29079, W099/02499, W001/58869, W002/076949, W001/64632, W001/64633, 
W001/64634, W003/006007, W003/007887 KX*EP-658546 tH^^tl^©* >± 
kV-f h'lfffrl (CB-1) 7 >^3f-X h/-T >/t-X7J^^ h ; 
4)W001/87355, W002/08250 m\Z^it^m<D if U V >T>?zi~Zh I 5)^:* 
^75H, 3- (1 H-f 5^/— ;P-4— f;W ~?U\±)V N- (^>x-;p) * — 
10 K ^□^>7 p Otf^h (clobenpropit) , 3— H 7:c>:/Dl£ y K -f 

tyn^>7i>> GT2395, A331440, W002/15905 fcM5cfl3'&#», 0-[3-(lH— f 5 

7. h (Lazewska, D. et al., Pharmazie, 56:927-32 (2001), ^>V7x;>ii 
#:(Sasse, A. et al., Arch. Pharm. (Weinheim) 334:45-52 (2001)), g^N-^o: 

15 A*— MReidemeister, S. et al., Pharmazie, 55:83-6(2000)), 

x>ft*#(Sasse, A. et ah, J. Med. Chem. .43: 3335-43 (2000) )^<Z)h 
7^5>(H3)7>^rXh/^ >A— ^7zf-Xh ; 6)T-226296(Takeda), 
SNAP-7941 (Synapt ic) , ^Offi W001/82925, W001/87834, W002/051809, W002/06245, 
W002/076929, W002/076947, W002/04433, WO02/51809, W002/083134, W002/094799, 

20 W003/004027 Rtfl#H 2001-226269 ^fcMwC-ffr&fcrSNDMCH- 1 R7>^^ 
-X h ; 7)MCH-2RTrfn7.b/T>^3'-Xh ; 8) 3 - # P 

□-5- (l- (6- [2- (5-x^;i/-4-^ ^ju-^t \7-;u-2—r -x^;W -4-^;!^ U ~ 
;l/ _ 4 _^ tf ij 5; >_ 2 -< ji/75/)-x5 1 )l/)7xz;W*;i//ts >bh y7"oif 

jHXf;k BIBP3226, BIB03304, LY-357897, CP-671906, GI-264879; -tote 
25 USP6001836, W096/14307, W001/23387, WO99/51600, W001/85690, W001/85098, 
W001/85173 WO01/89528 C»Sft^ft<P©N P Y 1 7 >^^-X b ; 

9)L-152804, GW-569180A, GW-594884A, GW-587081X, GW-548118X, FR235, 208, 
FR226928, FR240662, FR252384, 1229U91, GI-264879A, CGP71683A, LY-377897, 
LY366377, PD-160170, SR-120562A, SR-120819A, JCF-104, H409/22, ^©ftU 
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USP6.140.354, USP6. 191,160, USP6, 258, 837, USP6, 313, 298, USP6. 337, 332, 
USP6. 329.395 , USP340, 683 , USP6, 326, 375 , USP6, 329, 395 , USP6. 337, 332 , 
USP6, 335, 345, EP-01010691, EP-01044970, W097/19682, WO97/20820, W097/20821, 
W097/20822, W097/20823, W098/27063, W000/107409, WO00/185714, W000/185730, 

5 WO0O/6488O, WO00/68197, W000/69849, W001/09120, W001/14376, W001/85714, 
W01/85730, W001/07409, W001/02379, W001/02379, W001/23388, W001/23389, 
W001/44201, W001/62737, W001/62738, W001/09120, W002/20488, W002/22592, 
W002/48152, W002/49648, W002/094789 ~BlT$ Norman et al., J. Med. Chem. 
43:4288-4312 (2000) C|«^©NP Y 57>?3-X h ; 10) tM^ 

10 7L V 7°^ y (PEG-OB, Hoffman La Roche), ffl^^^ft-^l/^XTA^r^) 
m<DU^> \ 11)USP5, 552, 524, USP5, 552, 523, USP5, 552, 522, USP5, 521, 283, 
W096/23513, W096/23514, W096/23515, W096/23516, W096/23517, W096/23518, 
W096/23519R.^W096/23520fc|g^b^#)^©l/^>SI^ ; 1 2) 7 a; > 

(Revex^M^), 3 h^->^hl/^V>, ^O^V>, i-)lbU*V>, 

15 W000/21509 ©PS^fb-^^^tf^ HT>^=T-X h ; 13)SB-334867A, ^© 
-ftSWOOl/96302, W001/68609, WO02/51232, W002/51838 Rr/W003/023561 \Zffl^fc 

7, V \ 15)AR-R15849, GI-181771, JMV-180, A-71378, A-71623, SR-146131, 

m USP-5739106 C«*ft^**©3l/J/7h^>A (CCK-A) 7=f-X h ; 

20 16)GI-181771(Glaxo-SmithKline), SR146131 (Sanof i Synthelabo), 7*9\t>&4 
h* (butabindide) , PD170. 292, PD149164( 7 7 <4 If — ) m<D CNTF(ciliary 
neurotrophic factors) ; 17)axokine(Regeneron),^©fi&W094/09134,W098/22128, 
W099/4381 3 fcM jSC>ffr&W© CNTF ; 1 8) NN703, ^\^+r V U > (hexare 1 in) , 
MK-0677, SM-130686, CP-424. 391, L-692,429, L-163.255, USP6358951, 7*U 

25 #«r*r7rfcH®*# 2002/049196, ffl 2002/022637, W001/56592, WO02/32888 \zm 
K<Dit%m^<D&mi)V*>'frW%mfaT3-7, h ; 1 9) BVT933,DPCA3721 5. IK264, 
PNU22394, WAY161503, R-1065, YM348, *©fl& USP3. 914, 250, W002/36596, 
W002/48124, WOO2/10169, W001/66548, W002/44152, W002/51844, W002/40456 R 
tf W002/40457 fcM^O^#3^©-feD h~ >l/-fe^- 2 CT=f^X b ;20) * 



WO 2004/011440 



PCT/JP2003/009610 



55 



y J U y 3§§#7^-X h ; 21) CHIR86036 (Chiron) , ME-10142 , 
ME-10145 (Melacure) , ^Offi W099/64002. W000/74679, WO01/991752, W001/74844, 
W001/70708, WO01/70337, WOOl/91752, WOO2/059095, W002/059107, W002/059108, 
W002/059117, WO02/12166, WO02/11715, W002/12178, WO02/15909, W002/068387, 
5 W002/068388, W002/067869, W003/007949 m$ W003/009847 fcH*®<ffr&W© 
* =7 y U ft? 1 y 4 g®fc7 3 h ;22) : sZ? h ^5 XMeridia 
/Reductil »»i««)Rtf*©JfiL * © i& USP4, 746, 680 , USP4. 806.570, 
USP5, 436, 272 , 7^U*#ff^m^#^ 2002/0006964, W001/27068 

woo 1/6234 1 . \z m^mm^mo =e / r $ ymwmmm 23) 7* > y x y 7 )\> 

10 ^SXdexfenfluramine) , ^l/^l/^Xf luoxetine) , -€-©ftfl USP6, 365, 633, 
W001/27060SXKW001/162341 fcii^©-teP h^>TOD^P£^J;24) ^l^P* 
yffi.^'f?- H 1 (glucagon- like peptidel) 7 h ;25) htf5/-h 

(Topiramate)(TopiBaia«ia«);26)7>f h7 7-Aft^ 57(phytopharm) (#1 
CP644,673);27) 7 J t=5-)VC o A # * ~> 5 -if 2 (ACC2) IBS 

15 3d ; 28) AD9677/TAK677 (* 0 , CL-31 6, 243, SB418790, BRL-37344, 

L-796568, BMS-196085, BRL-35135A, CGP12177A, BTA-243, W427353, h Vts Y U 
> (Trecadrine) , ZenecaD7114, SR59119A, ■*©& USP5705515, USP5451677, 
W001/74782 Rtf W002/32897, fcW»ftS'Wll#© 3 7 H l^U >Hr^-3 7rf 
-X h ; 29) y7 ->;i^U -fe □ -^7 h7>^7 i5-ti 1 : 30) v>7 > 

20 ;^U-feO— ;i/7'»l'h7>^7x7- if 2fiM:31)^;WV=. XCerulenin), 
C75 #CDltJ»«'&^Ba«3W:32) ^^"7 w U >, ^> h*->^^ l/> 
(pentoxifylline) , "tf^U^-X h (zaprinast) , *s)Vr1ry 4 )V (sildenafil) , 
75 U J > (amrinone) , $;HJ /Xmilrinone), y)lX&S. H (ci lost amide) , 
Otf^^A (rolipram) , IkZfiyn^^X h (c i lomi last) ^©^Xtf^x^T- 

25 9— tfE*^J;32)KB-26ll(KaroBioBMS), *-©ffi W002/15845, #^ 2000-256190 
fcWift©fl:*fr4M?©1M O-f F^;i/ : E> j3 h ;33) ^ — >R, 

4- C (E) -2- (5, 6, 7, 8-fh7t b* P-5, 5, 8, 8-fh7^ ^;W2-^"7^ l/X;W -1-7° 
p^=.;WSfeAW(TTNPB), l/^/-f y^ft (retinoic acid) , -tote W099/00 123 
fcBHa*©ft:#«iJ*S© yjf—y&Wt (Phy t ani c acid); 34) ^ ;UX7. h P >, 
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^-ODflSdel Mar-Grasa, M. et al., Obesity Research, 9:202-9 (2001)£M^<E> 

h;36)BVT3498, BVT2733, ^:0m WOO 1/9009 1, W001/90090, W001/90092 tdgg^t: 
&y>m<D li-UtHn^fn-f h*fk Fn^'t- if lMSSd; 37)^7 U. 

5 JPc oAlttfifn#Jlffi«JW(stearoyl-CoA desaturase-1) ;38) -f V P-f v->^T 
l/'J H (isoleucine thiazol idide) , /V) >tfP 'J V H (valine pyrrol idide) , 
NVP-DPP728, AF237, P93/01, TSL225, TMC-2A/2B/2C, FE99901 U P931 0/K364, VIP01 77, 
SDZ274-444, ^©ffi W003/004498, W003/004496> EP1258476, W002/083128, 
W002/062764,W003/000250,W003/002530,W003/00253hW003/002553,W003/002593, 

10 W003/000180 Rtf W003/000181 iZffl^Wk&WmVzS^^zS)^?^?'-- if IV 
ga#S>J;39)xHvk HPU^^Xorlistat/Xenical mm&U)> TritonWR1339, 
RHC80267, 'J^X^V, TVtHtfX^ (tea saponin) , y!f;W>^'J7i 
iJMX7i-b (diethylumbelliferyl phosphate) , FL-386, WAY-121898, 
Bay-N-3176, A*U5^h> (valilactone) , XX^v'Xesteracin), X^ 

15 #b>A (ebelactoneA) , X^^h>B (ebelactoneB) , RHC80267, ^-©ffi 
W001/77094, USP4, 598,089 , USP4, 452, 813 , USP5, 512, 565 , USP5, 391, 571 , 
USP5.602, 151, USP4, 405, 644, USP4, 189, 438 1k.Z$ USP4, 242, 453 iZM^OJifc-aW) 

m<D u a— if mmm ; 39) mmm h v >x^-^-mmm ■. 40) jw#*-> v- y 

Y 9 y?.ifs~-9mm\ ;4l) !f)Vn-7, h 5 >X^-^-i51S^J ; 42) *X7x-h 

20 h^>x^-^-ia^J^^fe>nso 

±$m^^mmn, ^mmoit^m t±tmmmm toitxtt2 

iSM^fe^^ £ & ssp^ e> ji&s i mxte 2 ®^±©m^J t u^t>^ 

S5o 
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5 ^B^^^jis-r^^^xDsmo^s 

10 n- (2- pry^Ptf;!/ l*±ik> - ih-^>x-t s.?*s—)V- 6 

-^TjH -3 - [4- (h'J7MP^f;P) Z^jk] 7 r a/t>75 P ©gj6 

(1) 2-^nD-6-^hn^>X'fsyy-;v (5. oog) ©-;WrU-> 
(5ml) »SlN--fV7 , Dt:;M?;i'75> (2 0ml) 

&«JBETaHBtk #£nfcM£~>U#y;P#9A^n"?h^:7^- (Six 

iitiiu, mmfc&m o. 5 5g) 

1 H — NMR (2 0 0MHz, CD30D, 5 p pm) : 1. 26 (6H, d, 
J = 6. 6Hz), 4. 37 (1H, septet, J = 6. 6Hz), 7. 2 
20 1 (1H, d, J = 8. 3Hz) , 7. 9 6-8. 0 5 (2H, m) . 

(2) $mm 1 - (i) -c#e.nfeN- {2- wv-fn&v <^^;w 75/ 

] -6-nhD-lH-^>X<5^7"Jl' (1. OOg) 0*?/—)V (3 0 
ml) Mid 2 0 ^Mft/^^^A-Ki (2 0 0mg) Sin*, 3?JE 

25 &6-75/-N- {2- [<y^Ptf;w (jjWW 75/] -1H-^>X-T 
5^/-JI/&^DO*M (15ml) fc»fl?U hiJxW5> (1. 8 m 
1) £flnA» Sfc3- [4- (h'J7Jl'tD^5 1 jV) 7x-M ^Pt!^->m ( 
9 3 0mg) mWTL, MT2-^OD-l, 3 -i?*?*- 2 — i 5^/U = 
£ JfDH K (2M ^PP^kkJ^, 2. 6ml) $iTbfc. 
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&yiJ^W7Ai'D7h^77^ ;—)V/Bmx.?-)l= 1/1 0) 
CT3|tS5!U JL-y^)Vl:mBVX^mit^ (1. OOg) 
5 1 H — NMR (4 0 0MHz, DMSO-d6, Sppm) : 1. 14 (6H, 
d, J = 6. 8Hz) , 2. 62 (2H, t, 3 = 7. 6Hz) , 2. 84 (3 
H, s), 3. 00 (2H, t, J = 7. 6Hz), 4. 42 ( 1 H, m) , 6. 
96 (1H, d, J = 8. 4Hz) , 7. 01 ( 1 H, d, J = 8. 4Hz) , 
7. 48 (2H, d, J = 8. 1Hz) 7. 55 ( 1 H, s) , 7. 64 (2H, 
10 d, 8. 1Hz) , 9. 6 9 ( 1 H, s) . 

N- f2- [2- (bHD^-^fJV) -l-¥UzS~M -1H-^>XV5 
y^_ ;t/ _ 6 — f;H -3 - [4- ( HJ ^JI^P^^) 7:nz:jl/] ^Q/1> 

15 (l) 6-^^D-2-^Pn^>X-T5^ v /— ;i/ (5. OOg) ®7th^h 
U;i/ (1 5 Om 1) > 7"feh> (5 0ml) etS?£fc:4 -i?*^)lTS. / fcT U v 5 
> (3 0 0mg) R^-tert-^;^*-^— h (6. 0 g) £in;SL && 

«ffitt»l/««B^'»Offl-&'» (5. 5 0g) 
20 (2) mMM2- (1) "C#6>nfc tert-y^l/ 2-^DD-5-^bD-l 

H- : ^7□D^>x-r3^/-;^-l-*;^JH+>'^-^»te^t-^5 l ;^ 2-^a 

n- 6 --ha- lH-pnwoX^S.yV— )V- 1 

m (4 0 0mg) ©v^^+f-^ (3 0ml) MMWlZfcMX U (7 4 0mg 

) 1 2 - 1 hd+^^^jh^d >j ^>mh ( 1 . o9g) £inA, 1 5mmim 

#*Jl*»ET«IBfcHU M*x-^-i»x5 t ^©ffl'&«reiJl^bT* 
flMfr&<» (3 0 Omg) £»fc. 

1 H — NMR (4 0 0MHz, DMSO-d6, <5ppm) : 1. 91-2. 0 
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7 (4H, m) , 3. 4 4-3. 6 0 (4H, m) , 4. 0 0-4. 0 5 ( 1 H, 
m), 5. 08 (1H, s) , 7. 2 2 (1H, d, J = 7. 8Hz), 7. 8 
3-7. 9 2 (2H, m) . 

(3) mmw2- (2) -?#?>nfc2- [2- (tHD^ww -i-t:n 

5 -6--hO-lH-^>X-f5^/-Mffl^ HJB091- (2) t 

1 H-NMR (400 MHz, CDC 1 3, fip pm) : 1. 6 0- 1. 7 0 ( 
1H, m) , 1. 90-2. 0 0 (2H, m) . 2. 02-2. 15 (1H, m 
) , 2. 64 (2H, t, J = 7. 2Hz) , 3. 10 (2H, t, J = 7. 2 
10 Hz), 3. 44-3. 68 (3H, m), 3. 73-3. 80 (1H, m) , 
3. 9 3-4. 0 2 (1H, m) , 6. 82 (1H, d, J = 8. 0Hz) , 6. 
98 (1H, d, J = 8. 0Hz) , 7. 34 (2H, d, J = 8. 0Hz) , 
7. 5 2 (3H, d, J = 8. OHz) . 

$mm 3 

15 4- (4-7MD7i^) -N- {2- Mv7u¥)l> 757] 
it 

(1) mmmi- (i) T?#6n^N- {2- wvju&i c^^;w 75/ 

] -6-rhO-lH-^>X-f5^y-^ (2 8 0mg) Ofh5tHD77 
20 > (5ml) »«EIC4-3?^^75/trUS?> (1 7 6mg) , 

(3 9 lmg) £2jn*., 1ST3. 5Ptra«#lxfc. #£fln*.» 

^-y->/@^mx5 1 ;i/=l/4) KT»«U teit-^JV N- {2- [-TV^ 

25 atr;i/ (^^;w 757] -5--hD-iH-^on^>x^5^/-;i/-i 

-*>)l#3ri/U-h. terl-7^)V N- {2- WV^O^ (^)V) 75/ 
] -6 -~ho- lH-^nD^X'TS^/-;!/- l-TJ^M^v-l^-h^ig 
(4 2 9mg) 

(2) »5tt& tert-^;U N- {2- WV^oK* (/3M0 75/] - 
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5 -~ ho- iH-^nn^>X^5^/-;P-l-^;i/3H^->!/-h. tert- 
n- {2- [<yyptf;i^ 75/] 

on^>XV 1 -iJ)^^U-hM^m (4 2 9mg) <D*?S 

—)V (5ml) mmz2 0%imitny^K-^M (15 0mg) &3JP*., ^ 

bfco #enfc^£^ap*;kk (5mi) \zmmv> truv> (o. 29m 

1) £in;L> *#T:7:cn;i/e7DD*;M-b (0. 3 0ml) £iiSTLfco ^ 

io w^M&MBETa^ #e»nfc^^'>u*^;^7A5'P-7h^^7^- ( 

^t>/SiXfjN3/7) CTIIU tert-^;W 2- H^^n\£JV 
(*^)V) 757] -5- [ (7x;^>AM-Jl/) 75/] -1H-^>X 
-f5^/-Jl'- 1 -#;i^*~>I/-K tert-7*3MV 2- [-fV^Pt!;i/ (/3^ 
)V) 75/] -6 - [ (7i; + '>*il/fciW 75/] -1H-^>X-T5^ 
15 V—)V-l-^)V^^V~-Ym^m (4 3 Omg) £#7c= 

(3) #e.nfe tert-y^;i/ 2- H-v^ntr^ (/^;i/) 75/] -5- [ 
(7i/^->*;H-jw 75/] - iH-^>x-r 5^v-;i/- 1 

~>l^-K tert-^;U 2- C-fV^ntf^ (jWW 75/] - 6- [ (7oi 

/^v*;^— ;w 75/] - iH-^>x-r 1 -*;^->i/- 

20 h<DM-&^ (15 7mg) <D9UUi£)Vk (3ml) MW.\Z4- (4 -7 WD 
7x.=.M \Z^WySm8& (7 6mg) , h'JXfJl/7 5> (0. 16ml) 
£JP;L, 6 0X:-?1. 5P^F B 1SP^bfe, RHm*%iW&. 7jc^iP^, ^OD*jV 

25 11^X3^=1/9) IIIiSLfc. #e>tl^'fb'&tl&hU7;i/^nI^ (2m 

i) izmmv, lmmmwhTzo RfoM\z4N-NaOH7kmm*tt\&T)i%v 

hU^AfCT^bfco ^/l£MJETi§*§^ 7>/^5V7"TLC (/^/ 
— ;V/i7pn7jN;i/A= 1/9) £T¥if§S{L3!M<ft;-&ti (1 lmg) £f#fc 0 
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1H-NMR (3 0 0 MHz, CDC 1 3, <5ppm) :0. 95-1. 11 ( 
6H, m), 1. 49-1. 71 (2H, m) , 1. 73-1. 91 (2H, m 
), 1. 73-1. 91 (2H, m) . 2. 57-2. 73 ( 1 H, m) , 2. 
76 (3H, s), 2. 77-3. 01 (2H, m) , 4. 20-4. 44 (3 
5 H, m), 6. 73-6. 88 (1H, m), 6. 87-7. 15(5 H, m), 
7. 19-7. 21 (1H, m) , 7. 28-7. 48 (1H, br. s). 

mum 4 

N— 12— [£VyDHjk {*±M 75^] ~ lH-^>X-f S^/-;p-6 

— fjkl -N-^^;i/- 5 - [4- QiU_zjk^P2i±jk) Z^ik] -1.2, 

10 4 -^-»U-y7^-Jl/- 3 F Ogjfi 

(1) USS^Jl- (2) Tr#£>nfc6-75/-N- {2- [<v7ae;P (* 
J-M 75/] - lH-^VX-fSy*/- ;P (3 4 0mg) ©f b7th*P77 
> (12ml) gICbUXfJl/75> (0. 5 2ml) , 4-^^75 / 
tfUv f > (1 4 9mg) , 3?-tert-^^;k3?3tJ— h (5 8 7mg) Sim*. 

1) IdilU tert-y^ 5- [ ( t -^Y^tl)V^)V) 75/] -2 

- WVfuWV 75/] -lH-^/X-fS^Z-^-l-^M 
20 *~>l/-K tert-T^P 6- [ ( t -7b*z/%)\'tf~M 75/] -2 - [ 

-YvT'ntr^ (^ww 75/] -lH-^x-fsyy- jv-i-am^ 

U—hwm&yQ (2 6 8mg) £#/Co 

(2) #£>ftfc tert-^;V 5- [ ( t -^h^XM—M 75/] -2 

- [-fyyptr;i/ (*^;i/) 75/] - 1 H-^>X-f 5^V-;u- 1 -TJJl'tf 

25 3^>W-K tert-^;i/ 6- [ ( t -7* b*i/%)lstf~)V) 75/] -2- [ 
^y^DWl/ (*^)V) 75/] - 1 H-^>X-f 5^/-^- 1 - AM+i/ 
U-h<DM&% (2 6 8mg) 0^^?;V*M75 H (6. 6ml) »tfcfc, 
MTa^ft^^ (0. 43ml) > 7k*fltf-HJ£A (6 0%«; 149 
mg) Sin*. 2«?ra»Mibfc. *£iQ*., i®?X3MWCTfflffiU *1$Jl£i& 
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UV tert-T"^ 5- C (t-7b* : yJj)V-$-)\<) (/5P;» 75/] -2 

- kv^d^ (/^;u) 75/] - 1 h-^>x-t s^y-ji'- 1 -^ji^ 

5 ^>t/_K tert-^;W 6 - [(t-^f^>M^-]W (;WI/)75/ 

] -2- [-rv^otf;p (pww 75/] -ih-^>x^5^/-;)/-i- 

hOl-&* (2 0 7mg) £#7c. 
(3) tert-7^ 5- [ ( t -7 h3ris*)l#-M (pt^W 7 

5/] -2- H-yyat!^ <*3\>W 75/] -lH-^/X-fS^/-^- 
10 l-*JWMr^l/-K tert-T^ 6- [ (t-^h^M-JW (^^ 
;u) 75/] -2- [<yyatf;u (;WW 75/] - 1H-^>X<5^V* 
—^-l-ts^^yV-Y^U^ (2 0 7mg) &hU7;U*n^ (2m 
1) \mmV. 3. 5^m^bfeo S^t4N-NaOH7K^$:JnA7^ 

15 m^hU^AKTl&glU mVl® (1 1 7mg) #e>tlfc75Xfc (6 

lmg) $-/^f JV^A75 h' (2. 5ml) C}§jS?U (6 1m 

g) , WS C • HC 1 (6 7mg) , HOB t • 1 7jCfn#J (4 7 mg) , ^zfc^ 
^-h'J^A (7 9mg) SITII 5B3MTO$bfco 7K*JDA» IHKX^ 

20 waJl^ffiTa^^ ^7f^7'TLC W^y-;^nn*M=i 

/9) KTfitgiU iBtMtt,&® (3 4mg) £#fco 

1H-NMR (3 0 0MHz, DMSO-d6, dppm) : 1. 11 (6H, 
d, J = 6. 9Hz) , 2. 29 (3H, s) , 3. 45 (3H, s) , 4. 4 
1 (1H, septet, J = 6. 9Hz), 6. 75-6. 88 (lH.m), 
25 6. 9 7-7. 0 7 ( 1 H, m) .7. 12 ( 1 H, s) , 7. 88 (2H, d, 
J = 8. 4Hz) , 8. 05 (2H, d, J = 8. 4Hz) . 

otcd^«5~4 9«, mrnmi- (2) xm^tc3- [4- (huyji^ 

D/^;i/) 7xn;i/] -7u¥*>M*ffiM<Dfc&y>) \zttfo?Z>mmizW^ 
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N _ 12 - {^vTuVJV OL£2k) 7^71 -ih-^>xW5W-;v-6 

_^ Jb > - 3 - [ 5 - (hVy)V^U^)V) -2-\dW-)V] ^nA>75 

Ji 

5 l H-NMR (3 0 0MHz, DMSO-d6, dppm) : 1. 24 (6H, 
d, J = 6. 6Hz) , 2. 85 (2H, t, J = 7. 3Hz) , 3. 03 (3 
H, s) , 3. 18 (2H, t, J = 7. 3Hz), 4. 33 ( 1 H, m) , 7. 
28 (1H, d, J = 8. 7Hz) , 7. 36 ( 1 H, d, J = 8. 7Hz), 
7. 59 (1H, d, J = 8. 3Hz) , 7. 90 (1H, brs) , 8. 14 
10 (1H, d, J = 8. 3Hz) . 8. 88 ( 1 H, s) , 10. 30 ( 1 H, s 
) . 

n- 1 2 - \± v y o tf ( * £jk) 7s/i-ih-^ >x-r 5 ?*s-)v- 6 --r ;w - 2 

-f[5-(hU7Jl/^-n^^;i/)-2-tf 'J^JI/1^-M7irh75 F 
15 'H-NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 3. 17 (3H, s) , 4. 40-4. 43 (1H. m 
) , 4. 98 (2H, s) , 7. 00-7. 16 (3H, m) , 7. 31-7. 
42 (1H, m), 8. 05-8. 12 ( 1 H, m) , 8. 55 (1H, s), 
9.9 0 (3H, s) , 11. 0 3 (1H, s) . 

20 mmm 7 

n- f2- r-rv^nH;i/ 7s;i -iH-^>x-f$^/-;i/-6 

->r;n -3- [6- (h^y)^o^M ^da>75 

ji 

1 H-NMR (3 0 0MHz, CD30D, <5ppm) : 1. 24 (6H, d, 
25 J = 6. 6Hz) , 2. 73 (2H, t, J = 7. 3Hz) , 2. 93 (3H, 
d) , 3. 13 (2H, t, J = 7. 3Hz) , 4. 47 ( 1 H, m) , 6 . 9 
7 (1H, d, J = 8. 5Hz), 7. 10 (1H, d, J = 8. 5Hz), 7. 
51 (1H, s) , 7. 73 (1H, d, J = 8. 0Hz) , 7. 94 (1H, 
d, J = 8. 0Hz) , 8. 6 3 (1 H, s) - 
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MffiM8 

(e) -N- (2- [rnv^g^jk L*£ik> ^5 7] -iH-^>x-r$^/ 
-ju-6— nw - 3- 3-ybpn-2-^/77>- 

5 1 H — NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 13 (6H, 
d, J = 6. 8Hz), 3. 29 (3H, s), 4. 41 (1H, septet, 
J=6. 8Hz) , 5. 44 (2H, s) , 6. 98-7. 15 (3H, m) , 
7. 60-7. 90 (5H, m) . 

io n— { 2 — Ljy^nejk OWk) -ih-^>xV 5^1/-;!/- 6 

->fJW -3 - (4-^h^->7x^) 

X H— NMR (4 0 0MHz, DMSO-d6, 6 p pm) : 1. 20 (6H, 
d, J = 6. 8Hz) , 2. 50 (2H, t, J = 7. 2Hz) , 3. 00 (2 
H, t, J = 7. 2Hz) , 3. 28 (3H, s) , 4. 41 (1H, sept 
15 e t, J = 6. 8Hz) , 6. 81 (2H, d, J = 5. 2Hz), 6. 91- 
6. 98 (2H, m) , 7. 14 ( 2 H, d, J = 5. 2Hz) , 7. 63 (1 
H, s) , 9. 6 3 (1H, s) . 

mm 1 o 

N — { 2 — MV^uMfr 75 7] -lH-^>X-fS.^/-)V-6 

20 zdJkl -3- [3-7MP-4-^b^>7i^] ^>75 H 

1 H — NMR (4 0 OMHz, DMSO-d6, <5p pm) : 1. 13 (6H, 
d, J = 6. 4Hz) , 3. 28 (3H, s), 3. 86 (3H, s), 4. 4 
1 (1H, septet, J = 6. 4Hz), 6. 69 (1H, d, J = 14. 
8Hz), 7. 02-7. 21 (3H, m), 7. 45 (1H, d, J = 14. 
25 8Hz) 7. 42-7. 61 (3H, m). 

mmm 1 1 

4- (2-^ji/^-p-4-tfU-^-JU — n— {2- [-fyyatf;!/ 

75/] -lH-^>X^5^/-^-6— fJW ^>X75P 

1 H — NMR (3 0 0MHz, DMSO-d6, 6 P pm) : 1. 27 (6H, 
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n r 
UU 

d, J = 6. 4Hz) , 3. 03 (3H. s) , 4. 21 ( 1 H, m) , 7 . 3 
7 (1H, d, J = 8. 7Hz) , 7. 58 (1H, b r d, J = 8. 7Hz), 

7. 65 (1H, brs), 7. 80 ( 1 H, m) , 8. 08 (5H, m) , 8. 
36 (1H, d, J = 5. 3Hz) , 10. 51 (1H, s) . 

5 mtm 1 2 

A- (4--7-JWP- 3-\ZVV~M -N- {2 - KV^PtfJU OWk> 
7^;l -lH-^>X-fS^'-/-^-6-fM ^>X75 H 
1H-NMR (3 0 0MHz, CD30D, fippm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 96 (3H, s) , 4. 41 (1H, m) , 6. 92 ( 
10 1H, s) , 7. 19 (3H, m) , 7. 80 (2H, d, J = 8. 3Hz) , 

8. 06 (2H, d, J = 8. 3Hz) , 8. 27 ( 1 H, ddd, J = 8. 0, 
8. 0, 2. 7Hz) , 8. 53 ( 1 H, d, J = 2. 7Hz) . 

$mmi 3 

n — f 2 — MirZvWk L*±2k) ^sy] - iH-^>x-f a=^/~;u- 6 

15 -^;H -4- (2-bTU^-JV) ^>X75 H 

1H-NMR (400 MHz, CDC 1 3 , <5 ppm) : 1. 07 (6H, d, 
J = 6. 8Hz) , 2. 81 (3H, s) , 4. 2 6-4. 42 (1H, m) , 

7. 03 (1H, brd, J = 8. 4Hz), 7. 12 ( 1 H, b r d, J = 8. 
4Hz) , 7. 20 (1H, dd, J1 = J2 = 4. 8Hz), 7. 57 ( 1 H, 

20 brs) , 8. 01 (2H, d, J = 8. 0Hz) , 8. 48 (2H, d, J = 

8. 0Hz) , 8. 71 (1H, brs) , 8. 79 (2H, d, J=4. 8H 
z) . 

mmrn 1 4 

{2- mv°7u\Z)V OL£ik) -ih-^ 

1H-NMR (300 MHz, CDC 1 3, <5 p pm) : 0. 9 8-1. 17 ( 
6H. m) , 1. 2 3-1. 5 2 (4H, m) , 1. 6 7- 1. 9 5 (6H, m 
), 2. 42-2. 63 (1H, ra), 2. 80 (3H, s), 4. 28-4. 
44 (1H, m), 6. 87-7. 04 (1H, m), 7. 03-7. 17 (1 
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H, m) , 7. 15-7. 32 ( 2 H, m) , 7 . 49-7. 6 2 (1 H, m) , 
7. 74-7. 88 (2H, m) , 8. 26-8. 4 3 ( 1 H, m) . 

mm 1 5 

N- (2- MV7u¥)l Qj£2k) 75/] - lH-^>X-T5^/-^-6 
5 zAM -4- (6-^ h^->-2-b!U> ? nJl/) ^>X75 H 

1H-NMR (4 0 0MHz, CDC 1 3, 5 ppm) : 1. 08 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s) , 4. 01 ( 3 H, s) , 4. 36- 
4. 43 (IE m) , 6. 70 ( 1 H, d, J = 8. 4Hz) , 7. 02 (1 
H, brd, J = 8. 0Hz) , 7. 13 (1H, d, J = 8. 4Hz) , 7. 
10 34 (1H, d, J = 7. 2Hz), 7. 59-7. 63 (2H, m), 7. 9 
8 (2H, d, J = 8. 4Hz) , 8. 09 (2H, d, J = 8. 4Hz) , 8. 
5 6 (1H, b r s) . 

mmm 1 6 

n- {2- wvTuWV L*£2k) 75/] -iH-^>X-f5^/-^-6 

15 — f;|/> -4-WJ;^>X75F 

1H-NMR (3 0 0MHz, DMSO-d6, 5ppm) : 1. 15 (6H, 
d, J = 6. 6Hz) , 2. 86 (3H, s) , 3. 18-3. 32 (4H, m 
), 3. 68-3. 81 (4H, m), 4. 44 (1H, septet, J = 6. 
6Hz), 6. 95-7. 13 ( 1 H, m) , 7. 01 (2H, d, J = 8. 7 

20 Hz) , 6. 95-7. 13 ( 1 H, m) , 7. 77 (2H, d, J = 8. 7H 
z), 9. 68-9. 7 8 ( 1 H, m) , 10. 96-11. 01 ( 1 H, m) . 

mmm 1 7 

N- (2- KV^Pbf;V 75 7] -lH-^>X-(S^/-^-6 

—CM -4- (6-*h*->-3-tf'J5*n;» ^>X7S F 
25 1H-NMR (4 0 0MHz, CD 3 OD, <5ppm) : 1. 25 (6H, d, 
J = 6. 4Hz) , 2. 95 (3H, s) , 3. 94 (3H, s) , 4. 32- 
4. 43 (1H, m), 6. 86 (1H, d, J = 9 . 6Hz), 7. 15-7. 
21 (2H, m) , 7. 6 7- 7. 6 9 (3H, m) , 7. 9 3 -7. 9 9 (3 
H, m) , 8. 4 1 (1H, d, J = l . 6 Hz) . 
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mmm 1 8 

N- (2- LQ/ypgjk L*±2k> 7^/3 -lH-^>7VS^/-^-6 

1H-NMR (300 MHz, CDC 1 3, <5 p pm) : 1. 17 (6H, d, 
5 J = 6. 6Hz) , 1. 5 7- 1. 7 8 (6H, m) , 2. 88 (3H, s) , 
3. 26-3. 34 (2H, m), 4. 45 (1H, septet, J = 6. 6 
Hz) , 6. 92 (2H, d, J = 9. 0Hz) , 6. 8 8-7. 0 5 ( 1 H, 
m)., 7. 19-7. 24 ( 1 H, m) , 7. 79 (2H, d, J = 9. 0Hz 
) , 7. 8 6 (1H, b r . s) . 

io mm 1 9 

n- (2- j£2?u¥Jk Oi±ik) 75/3 -iH-^>X-f$^V-^-6 

—OH -4- C (2-m7MP^^) -3-tf'J^;W 1 ^>X7S 

1H-NMR (3 0 0MHz, DMSO-d6, fippra) : 1. 27 (6H, 
15 d, J = 6. 3Hz) , 3. 07 (3H, s) , 4. 37 (1H, m) , 7 . 3 
7 ( 1 H, m) , 7. 52-7. 67 ( 2 H, m) , 7. 97-8. 19 (5H, 
m) , 8. 47 (1H, d, J = 8. 2Hz) , 9. 19 ( 1 H, s) , 10. 
5 8 (1 H, s) . 

mm 2 0 

20 4- (2-7;M-n-4-b!USW) -N- {2- MVfuVfr 7 
5/1 - lH-^OX-r 5 #*J—)V- 6 -2-tfU^>^;l/^^r1t5 H 
1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 24 (6H, 
d, J = 6. 6Hz), 2. 85 (2H, t, J=7. 3Hz), 3. 03 (3 
H, s), 3. 18 (2H, t, J = 7. 3Hz), 4. 33 (lH.m), 7. 

25 2 8 (1H, d, J = 8. 7Hz), 7. 36 ( 1 H, d, J = 8. 7Hz), 
7. 59 (1H, d, J = 8. 3Hz) , 7. 90 ( 1 H, brs) , 8. 14 
(1H, d, J = 8. 3Hz) , 8. 88 (1H, s) , 10. 30 ( 1 H, s 
) . 

mmm 2 1 
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5_ (4--7)b±uyzLH)V) -N- {2- HW/Pfc^ 75/] 
_T H _^ >xW5 ^/-;i / - 6 -<;l/t -2-tf'J> ? >^;^^1j-5 H 
1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) : 1. 26 (6H, 
d, J = 6. 6Hz) , 3. 07 (3H, s) , 4. 38 ( 1 H, m) , 7 . 3 
5 8 (3H, m) , 7. 73 (1H, b r d, J = 8. 8Hz) , 7. 89 (2H, 
dd, J = 8. 8, 5. 3Hz) , 8. 18 ( 1 H, brs), 8. 21 (1H, 
brd, J = 8. 2Hz) , 8. 34 (1H, brd, J = 8. 2Hz) , 9. 
00 (1H, brs) , 10. 82 (1H, s) . 

10 N- {2- [^V^Pfcf;k {*?)V) 75 71 -1H-^ >XV$^/"JH6 
-^QH -5 - T4- (h'J7^n^^) 7i^] -1, 2. 4-^jj- 
v7'/-^- 3 -#JP#=Hf5 H 

1H-NMR (3 0 0MHz, CD 3 OD, 6 p pm) : 1. 39 (6H, d, 
J = 6. 6Hz), 3. 12 (3H, s) 4. 22 ( 1 H, septet, J = 
15 6. 6Hz) 7. 38 (1H, d, J = 8. 6Hz), 7. 56 ( 1 H, dd, 
J = 2. 0, 8. 6Hz) , 7. 98 (2H, d, J = 8. 3Hz) 8. 13 ( 
1H, d, J = 2. 0Hz) , 8. 45 (2H, d, J = 8. 3Hz) . 
mMM2 3 

n — f 2 — r-rv^nbf;i/ rsy] - ih-^ >xV5^;-jh6 

20 - 3- T4- (hVy)^U^)V) 7x.-M -1. 2. 4-^» 

^7^7-Jb- 5 -^;i/7H^ij-s H 

1H-NMR (3 0 0MHz, CD 3 OD, Sppm) :1. 38 (6H, d, 
J = 6. 6Hz), 3. 12 (3H, s), 4. 22 (1H, septet, J 
= 6. 6Hz) , 7. 40 (1H, d, J = 8. 4Hz, 7. 60 ( 1 H, dd, 
25 J = l. 2, 8. 4Hz) , 7. 91 (2H, d, J = 8. 4Hz) , 8. 13 
(1H, d, J = l. 2Hz) , 8. 38 (2H, d, J = 8. 4Hz) . 

. mmm2 4 

5- (4-7MD7i^) — N— (2- KV^P^ 75/3 
- 1H-^>X-Y SWHV- 6 — Okl - 2-H7> ? >^;l/7H^-»$ PMgfoft 
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mmmi- (2) -emwc3- u- (hj^mo^^w -fu 
\tmmm 1 k*pi;-cbo&u ^vi-e#e>nfe^ti^4Nmm-^x^;^M 

1H-NMR (3 0 0MHz, DMSO-d6, 5ppm) : 1. 26 (6H, 
d, J = 6. 3Hz) , 3. 06 (3H, s) , 4. 35 (1H, m) , 7 . 3 
8 (1H, d, J = 8. 7Hz) , 7. 43 (2H, dd, J = 8. 9, 8. 9 
Hz), 7. 70 (1H, d, J = 8. 7Hz), 8. 15 (1H, s) , 8. 
33 (2H, dd, J = 8. 9, 5. 6Hz) , 9. 31 ( 1 H, s) , 9. 3 
5 (1H, s) , 10. 8 8 (1H, s) . 

nmm 2 5 

N _ {2 - KV/Obfj^ QW) 75/1 - lH-^> X-f S^/-JP- 6 

-4M -l - [4- (hu^ji/a-pp^JVO :7x^jH -l. 2, 4-HJ7 

1H-NMR (3 0 0MHz, DMSO-d6, Sppm) : 1. 15 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s), 4. 46 (1H, septet, 
J = 6. 6Hz) , "7. 09 (1H, d, J=8. 4Hz) , 7. 30 ( 1 H, 
d, J = 8. 4Hz), 7. 68-7. 87 (lH.m), 8. 02 (2H, d, 
J =8. 1Hz), 8. 23 (2H, d, J = 8. 1Hz), 9. 63 (1H, 
b r . s) . 

mmm 2 6 

3 - (2-7Jl/tP7i^) -N- (2- KV^aH^ (^JW) 75 7] 
-lH-^>^5^/-^-6--fiH -1. 2, 4-^'»> ? 7'/-^-5 

1H-NMR (3 0 0MHz, DMSO-d6, fippra) : 1. 20 (6H, 
d, J = 6. 6Hz), 2. 95 (3H, s), 4. 55 (1H, septet, 
J = 6. 6Hz), 7. 08-7. 33 ( 1 H, m) , 7. 45-7. 58 (1 
H, m) , 7 . 8 3 ( 1 H, s ) , 7 . 9 8-8. 10 ( 1 H, m) , 9 . 13 
(1H, b r. s) . 
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mm 2 7 

3_ (3--7;^ D 7x-;W) -N- {?- <£±M 

5 1H-NMR (3 00MHz, DMSO-d6, <5 p pm) : 1. 22 (6H, 
d, J = 6 . 6Hz), 2. 97 (3H, s ) , 4. 55 (1H, septet, 
J = 6. 6Hz) , 7. 0 9-7. 3 3 (4H, m) , 7. 41-7. 54 (1 
H, m), 7. 76-7. 9 5 (3H, m) , 9. 04 (1H, br. s). 

mm 2 8 

10 3- (4-7)l<*uy*-M -N- (2- C-TV^P^ 7^/1 
-1H-^>^S^/HV-6--f;H -1. 2, 4-**W7V-)V-5 

1H-NMR (3 0 0MHz, DMSO-d 6, 6 ppm) : 1. 15 (6H, 
d, J = 6. 6Hz), 2. 87 (3 H, s), 4. 4 6 ( 1 H, septet, 
15 J = 6. 6Hz) , 7. 12 (1H, d, J = 8. 4Hz) , 7. 32 (1H, 
d, J = 8. 4Hz), 7. 3 8-7. 55 (2H, m), 7. 59-7. 82 
( 1 H, m) , 8. 09-8. 30 ( 2 H, m) , 11. 00-11. 32 (1 
H, m) . 

mmm2 9 

20 N— (2- KV^atfJW WV) 75/] - lH-^>X- f S^/-;U~6 

-^rji/i -5- [4- (hu^jva-a*^) 71^] -1. 3. 

1H-NMR (3 0 0 MHz, CDC 1 3, <5 ppm) :. 1. 21 (6H, d, 
J = 6. 0Hz), 2. 97 (3H, s), 4. 54 (1H, septet, J 
25 =6. 0Hz), 7. 08-7. 32 (2H, m) , 7. 70-7. 89 (1H, 
m) , 7. 80 (2H, d, J = 8. 4Hz) , 8. 27 (2H, d, J = 8. 
4Hz) , 9. 0 3 (1H, br. s) . 

mmm 3 0 

3 - (3, 4-¥2A^2j^M -n- f 2- [ivyagjk L*±ik> Z 
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--iH-^>x-r^y-;i/-6— <)v\ -l. 2. 

Jl-5-:ft;i/zK=Hj-S H 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 02-1. 2 
3 (6H, m) , 2. 80-2. 97 (3H, m) , 4. 36-4. 61 (1H, 
5 m) , 7 . 05-7. 18 ( 1 H, m) , 7. 23-7. 49 ( 1 H, m) , 7. 
5 7-8. 19 (4H, m), 11. 08-11. 27 (1 H, m). 

mmm 3 1 

fi - ( 4 -^;^n^3in;i/) -n- {2- Mv7u\£)l 75/] 

-lH-^>X^5Wk-6-f-)H -3-K'jy>bms H 
10 1H-NMR (400 MHz, CDC 1 3, <5 p pm) : 1. 08 (6H, d, 
J = 6. 4Hz) , 2. 81 (3H, s) , 4. 2 8-4. 46 ( 1 H, m) , 
6. 98-7. 09 (4H, m), 7. 41 (1H, brs), 7. 58 (1H, 
d, J = 8. OHz), 7. 89 (2H, dd, J = 8. 4, 5. 6Hz) , 8. 
21 (1H, brd, J = 7. 2Hz) , 9. 14 ( 1 H, s) , 9. 48 (1 
15 H, brs) . 

mmm 32 

3- (2. 4-i?7)V*V7^~)\') ~ N— (2 - [-TV^PtfJV ( *^)V) 7 
g 7 i -iH-^>X-rsw-ji/-6— r;H -1. 2. 4-3hfrU-^7l/- 

20 1H-NMR (3 0 0MHz, DMSO~d6, 6 p pm) : 1. 16 (6H, 
d, J = 6. 6Hz), 2. 87 (3H, s) , 4. 46 (1H, septet, 
J = 6. 6Hz) , 7. 12 (1H, d, J = 9. OHz) , 7. 32 ( 1 H, 
d, J = 9. OHz), 7. 33-7. 4 2 ( 1 H, m) , 7. 54-7. 78 
(3H, m) , 8. 12-8. 26 ( 1 H, m) , 1 1. 0 0- 1 1. 2 9 (1 

25 H, m) . 
£MM 3 3 

N— { 2 — MV7u\£)l> (2L£2k> -ih- ^>xV$^/-;v-6 
-5-^^J^-l- C4- (K'J^Jl/^-Q^^Jl/) 7x_;H -1H- 

bf^v > -;i^-4-^;i/^its H 
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1H-NMR (3 0 0MHz, CD 3 OD, 6 p pm) : 1. 28-1. 42 ( 
6H, m) , 2. 59-2. 68 ( 3 H, m) . 3. 04-3. 13 ( 3 H, m 
) , 4. 12-4. 28 (1H, m) , 7. 3 0-7. 4 6 (2H, m) , 7. 
7 0-7. 8 0 (2H, m) , 7. 8 4-7. 9 5 (2H, m) , 8. 00 (1 
5 H, br. s) , 8. 26 (1H, br. s). 

n — f 2 — kv^d^ L££ik2 75/] - iH-^>x-r5^/-;w-6 

1 H-NMR (4 0 0MHz, DMSO-d 6, <5ppm) : 1. 17 (6H, 
10 d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 40-4. 49 ( 1 H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 23 (1H, d, J = 8. 4 
Hz), 7. 46-7. 5 4 (3 H, m) , 7. 72 (1H, brs), 8. 1 
1 (1H, d, J = 8. 4Hz) , 8. 16 (2H, d, J = 7. 2Hz) , 8. 
36 (1H, d, J = 7. 2Hz), 9. 17 (1H, s), 10. 23 (1H, 
15 brs), 11. 18(1 H, brs). 

mmrn 3 5 

n— f 2 — [^y^ggjk (7f2k> 75 7] - iH-^>X-f 5^/-;i/-6 

— <;H - 2- [4- (h'J7J|/tP^^) 7x^JH -2H-rb7'/-;i/ 
- 2 -*JHfrfrfr5 H 

20 1 H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 6Hz), 2. 96 (3H, s), 4. 47 ( 1 H, septet, 
J = 6. 6Hz), 7. 06-7. 17 (1H, m), 7. 28-7. 37 (1 
H, m) , 7. 5 7-7. 8 8 ( 1 H, m) , 8. 12 (2H, d, J = 9. 0 
Hz) , 8. 43 (2H, d, J = 9. 0Hz) , 1 0. 7 8- 1 1. 2 3 (1 

25 H, m) . 

mmm 3 6 

n- {2- [^fyypgjk 757] - iH-^>x-f 5^v-;i^-6 

-4M -1-75^-5- [4- jh2l2Jk*V2^£M y^—M -1H- 
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"73 

1H-NMR (3 0 0MHz, CD 3 OD, <5ppm) : 1. 26 (6H, d, 
J = 6. 6Hz) , 2. 96 (3H, s) , 4. 01 (3H, s) , 4. 3 9 ( 
1H, septet, J = 6. 6Hz), 6. 96-7. 01 (1H, in), 7. 
13-7. 27 (2H, m), 7. 69-7. 86 ( 5 H, m) . 

5 wmm 3 7 

n— { 2 — [^y'ypfc!^ (*£2k) 7^ ZJ - ih-^vs^/-;v- 6 

->t;m - 1 -j*? 1 ;!/- 3 - [4- (HJ7;VtD^f-^) 7irjH -1H- 
ggVr-jk^ 5 -ft^ifru-g if 

1H-NMR (3 0 0MHz, C D 3 OD, fippm) : 1. 26 (6H, d, 
10 J = 6. 6Hz), 2. 85 (3H, s) , 4. 21 (3H, s), 4. 40 ( 
1H, septet, J = 6 . 6Hz), 7. 17-7. 25 ( 2 H, m) , 7. 
38 (1H, s), 7. 68 (1H, s), 7. 70 (2H, d, J = 8. 4H 
z) , 8. 01 (2H, d, J = 8. 4Hz) . 

mmm s 8 

15 n- {2- [>rv^Pbf;i/ (^^;i/) 7SZ] - iH-^>xV^yy-;i/-6 
— r;H - [2, 2' ] tftfu^>-5-^;p#^jj-5 h 

1H-NMR (40 0MHz, DMSO-d6, 6 p pm) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 4 0-4. 4 9 (1H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 23 (1H, d, J = 8. 4 
20 Hz), 7. 46-7. 54 (3H, m), 7. 72 (1H, brs), 8. 1 
1 (1H, d, J = 8. 4Hz) , 8. 16 (2H, d, J = 7. 2Hz) , 8. 
36 (1H, d, J = 7. 2Hz) , 9. 17 (1H, s), 10. 23 (1H, 
brs), 11. 18 (1H, brs). 

mmm 3 9 

25 N— { 2 — KVT'P^ (*5P;0 7S73 - lH-^>X-Y$^/-^-6 
— f)l) -5-7iXjV-2-b!7^^»$ H 
1H-NMR (40 0MHz, DMSO-d6, 5 p pm) : 1. 17 (6H, 
d, J = 6. 4Hz) , 2. 88 (3H, s) , 4. 4 3-4. 5 0 (1H, m 
) , 7. 09 (1H, d, J = 8. 4Hz) , 7. 38 ( 1 H, d, J = 8. 4 
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Hz) , 7. 5 7-7. 5 9 (3H, m) , 8. 24 (2H, d, J = 8. OH 
z) , 8. 29 (1H, s) , 9. 31 (1H, s) , 9. 33 ( 1 H, s) , 
10. 47 (1H, brs) . 

5 6- (2-7J^P7i^V) -N- (2- HV7°UW (*7)V) 

-iH-^>x-f$^/-;v-6--f;n -3-fcf'ji?>a;wwj-5 H 

1H-NMR (4 0 0MHz, CD 3 OD, 5 p pm) : 1. 26 (6H, d, 
J = 7. 2Hz) , 2. 95 (3H, s) , 4. 3 6-4. 4 2 (1H, m) , 
7. 13-7. 33 (4H, m) , 7. 45-7. 51 ( 1 H, m) , 7. 72 
10 (1H, brd, J = 2. 0Hz), 7. 88-7. 94 (2H, m) , 8. 3 
5 (1H, dd, J = 8. 4, 2. 4Hz) , 9. 16 (1H, brd, J = 2. 
0Hz) . 
mMM4 1 

6- (3-7MP7i^) -N- {2- KyyPb!JV U5MP) 75/] 
15 -!H-^>X-<S^"^-6-fJH -3-HU^>^JJ^^-»^ H 

1H-NMR (400MHz, C D 3 OD, 6 p pm) : 1. 28 (6H, d, 
J = 6. 8Hz) , 2. 97 (3H, s) , 4. 31-4. 47 (1H, m) , 
7. 18-7. 32 (3H, m), 7. 48-7. 53 ( 1 H, m) , 7. 74 
(1H, brd, J = 2. 0Hz), 7. 80-7. 87 (2H, m), 7. 9 
20 5 (1H, d, J = 7. 6Hz) , 8. 34 ( 1 H, dd, J = 8. 4, 2. 0 
Hz) , 9. 14 (1H, brd, J = 2. 0Hz) . 
*!&0iJ4 2 

R — (4-7)V*U7x.=.)l) -N- {2- j±2^B^Jk OWk) 75/] 
_ 1H _ y<> X'( =j^J-)V- 6 (M -2-lfJS^>M^D-5 H 
25 1H-NMR (3 0 0MHz, DMSO-d6, fippra) : 1. 27 (6H, 
d, J = 6. 6Hz) , 3. 05 (3H, s) , 4. 30 ( 1 H, m) , 7 . 3 
8 (1H, d, J = 8. 6Hz) , 7. 44 (2H, dd, J = 8. 6, 8. 6 
Hz) , 7. 71 (1H, d, J = 8. 6Hz) , 8. 00 (2H, m) , 8. 
19 (1H, s), 9. 35 (2H, s), 10. 99 (1H, s). 
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mm* 3 

N _ (2- r-fv^ab°;i/ <,^)V) 75;] - ih-sqx^ 6 

-<<)V\ - 5 -7I-JV- 5 - 'J $^>^J^^5 H 
1H-NMR (4 0 0MHz, DMSO-d 6, fippm) : 1. 16 (6H, 
5 d, J = 6. 4Hz) , 2. 87 (3H, s) , 4. 4 2-4. 5 0 (1H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 21 ( 1 H, d, J = 8. 4 
Hz), 7. 50-7. 53 ( 3 H, m) , 7. 55 (1H, brs), 8. 4 
7 (2H, d, J = 2. 0Hz) , 9. 33 (2H, s) , 10. 36 (1H, 
brs), 11. 14 (1H, brs). 
10 *M^J4 4 

5 — ( 4 --7)V^uy^=-)l) — N— {2- H-VT/P H^ 75/3 

- ! H -^>x-f s^/-;P-6— oh -6-^^>-2-if'jy>^ 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
15 d, J = 6. 8Hz), 2. 88 (3H, s), 4. 11 (3H, s), 4. 4 
7 (1H, m), 7. 12 (1H, d, J = 8. 2Hz), 7. 28 (3H, m 
) , 7. 68 (2H, m) , 7. 79 (1H, s) , 7. 80 ( 1 H, d, J = 
7. 6Hz) , 7. 97 (1H, d, J = 7. 6Hz) , 10. 04 ( 1 H, s 
) . 

20 5 

fi _ ( 4 --7j^a7x-Ji/) -N- {2- H-yynt f^ (*^JV) 75/] 

1H-NMR (4 0 0MHz, DMSO-d6, dppm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 4. 4 2-4. 5 0 (1H, m 
25 ) , 7. 0 9 (1H, brd, J = 8. 0Hz) , 7. 4 2-7. 4 7 (3H, 
m), 7. 76 (1/2 H, brs), 7. 92 (1/2 H, brs), 8. 3 
0-8. 34 (3H, m) , 8. 48 (1H, d, J = 9. 2Hz) , 10. 8 
5 (1H, brs), 11. 08 (1/2 H, brs), 11. 14 (1/2 H, 
brs). 
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N- {2- [£27R¥lk (2ffik) 7571 -lH-^ >^5^/-^-6 
_ 5 - (6-^h^v-3-^»J^Zi^) -2-tf7y >^J^^5 

1H-NMR (40 0MHz, DMSO-d6, fippm) : 1. 16 (6H, 
d, J = 6. 8Hz) , 2. 87 (3H, s) , 3. 95 (3H, s) , 4. 4 
2-4. 49 (1H, m) , 7. 02 ( 1 H, d, J = 8. 8Hz) , 7. 09 

(1H, d, J = 8. 8Hz) , 7. 37 ( 1 H, d, J = 8. 0Hz) , 7. 
82 (1H, brs), 8. 51 (1H, dd, J = 8. 0, 2. 4Hz), 9. 
07 (1H, s) , 9. 28 (1H, s) , 9. 33 ( 1 H, s) , 10. 44 

(1H, brs), 11. 17 (1H, brs). 
mMM4 7 

2 - u-22k±ozx^lk> - N ~ {2 ~ ErLZ^Pgik L££ik> 7$ si 

1H-NMR (40 0MHz, DMSO-d6, 6 p pm) : 1. 16 (6H, 
d, J = 6. 4Hz) . 2. 88 (3H, s) , 4. 41-4. 48 (1H, m 
) , 7. 10 (1H, d, J = 8. 4Hz) , 7. 22 ( 1 H, d, J = 8. 4 
Hz) , 7. 37-7. 41 (2H, m) , 7. 71 (1H, brs) , 8. 4 
9-8. 52 (2H, m) . 9. 32 (2H, s) , 10. 37 (1H, brs 
) , 1 1. 2 1 (1H, b r s) . 
#8S6«4 8 

l- (4-7;^P7irjv) -N-{2-[-ry-/aH;K*^ Ji/)T5 vi-ih-^> 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 14 (6H, 
d, J = 6. 6Hz), 1. 65-1. 92 (4H, m), 2. 38-2. 54 
(lH.m), 2. 56-2. 74 (2H, m), 2. 85 (3H, s), 3. 
58-3. 73 (2H, m), 4. 42 (1H, septet, J = 6. 6Hz 
), 6. 90-7. 16 (6H, m), 7. 53-7. 66 ( 1 H, m) , 9. 
6 7 (1H, b r. s) . 
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mmm4 9 

w - f 9. - r^r v-7'a tf jk (* £ik> 7 5 7 ] - 1 h-^< >xV s 6 ;H- 1 - 

:7x~;u-4-£^u v>;ft>M^-fr5 if 

1H-NMR (3 0 0MHz, DMSO-d6, 5ppm) : 1. 14 (6H, 
5 d, J = 6. 6Hz) , 1. 64-1. 9 2 (4H, m) , 2. 38-2. 53 
(1H, m) , 2. 58-2. 79 (2H, m) , 2. 84 (3 H, s) , 3. 
69-3. 83 (2H, m), 4. 42 (1H, septet, J = 6. 6Hz 
), 6. 68-6. 79 (1H, m) , 7. 10-7. 25 (2H, m), 7. 
50-7. 65 (1H, m), 9. 66 (1H, br. s). 

io &r<omMm 5 o ~ 6 2 safi«fij2- (2) -cb^n— fyyn^f 

£UK09 5 0 

{1 - [6- ( {3- T4- (hU7MP/^) 7x-Jl^ 
15 1 7U2±J_±M 7S7) -lH-^>XV5^y-^-2-fJM -3-bfP 

1H-NMR (4 0 0MHz, DMSO-d6, <5ppm) : 0. 98 (6H, 
d, J = 7. 0 Hz), 1. 80-1. 92 (1H, m) , 2. 10-2. 2 
0 (1H, m) , 2. 30-2. 40 ( 1 H, m) , 2. 62 (2H, t, J = 
20 7 . 2Hz) , 3. 00 (2H, t, J = 7. 2Hz) , 3. 4 2-3. 6 0 ( 
2H, m) , 3. 61-3. 70 (1H, m) , 4. 3 0-4. 40 ( 1 H, m 
), 6. 92-7. 10 (2H, m) ., 7. 46 (2H, d, J = 8. 0Hz), 
7. 62 (2H, d, J = 8. 0Hz) , 8. 04 (1H, s) , 9. 70 (1 
H, s) . 

25 mmm 5 1 

n- (2- i^n^^jv (2L£ik) ray] - ih-^>X-t s^\a-;u- 

6—014 -3- [4- (±V7£tt*£M 7°a/t>7=-K 
1H-NMR (4 0 0MHz, DMSO-d6, <5ppm) : 1. 02-1. 1 
8 ( 1 H, m) , 1. 28-1. 42 ( 2 H, m) , 1. 42-1. 58 ( 2 H, 
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m) . 1. 58-1. 70 (3H, m), 1. 72-1. 86 (2 H, m), 2. 
62 (2H. t, J = 7. 2Hz) , 2. 88 (3H, s) , 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 9 2-4. 04 (1H, m) , 6. 92-7. 10 
(2H, m) , 7. 48 (2H, d, J = 8. 0Hz) , 7. 5 0-7. 6 0 ( 
5 1H, m) , 7. 64 (2H, d, J = 8. 0Hz) , 9. 70 (1H, s) . 

mmm 5 2 

N — f 2 — [X±Jt j>^U^±M 75/1 -lH -^>^5^/-^~ 
fi->MH - 3- C4- (±V7JV£U££M 7x^H ^>75H 
1H-NMR (4 0 0 MHz, DMSO-d6, fppm) .: 1. 10-1. 2 
10 4 (4H, m) , 1. 3 2- 1. 5 0 (2H, m) , 1. 5 0- 1. 7 0 (3H, 
m) . 1. 72-1. 86 (4H, m) , 2. 70 (2H, t, J = 7. 2Hz 
) , 3. 00 (2H, t. J = 7. 2Hz), 3. 44-3. 60 <2H, m) , 
3. 82-3. 96 (1H, m) , 7. 30 (2H, s), 7. 50 (2H, d, 
J = 8. 0Hz), 7. 64 (2H, d, J = 8. 0Hz) , 7. 98 ( 1 H, 
15 s) , 10. 22 (1H, s) . 

mmm 5 3 

N- (2- \*7)V (l-^^-S-tfP'J^) 75/1 -ih-^>x 
W - 3- [4- (HJ^JM-P*^) Z^ik] ^° 

/1>T_5 H 

20 1H-NMR (40 0MHz, DMSO-d6, 6 p pm) : 1. 70-1. 8 
4 (ih, m), 2. 10-2. 20 (lH,m), 2. 30 (3H, s), 2. 
60 (2H, t, J = 7. 2Hz) , 2. 7 0-2. 9 0 (2H, m) , 2 . 9 
8 (3H, s) , 3. 00 (2H, t, J = 7. 2Hz) , 4. 78-4. 88 
(1H, m) , 6. 92-7. 08 (2H, m), 7. 42-7. 72 (5H, 

25 m) , 9 . 7 0 ( 1 H, s ) . 

mmm 5 4 

N _ {2 - [2i±jk (i-^^JU-4-^U^Jl/) 75 71 -1H-^>X 

^ - 3- [4- gjj7jk±P2L£jk) Z^jk] 7a 

/^>75 H 
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1 H-NMR (40 0MHz, DMSO-d6, 6ppm) : 1. 94-2. 1 

0 (2H, m) , 2. 20-2. 3 4 (2H, ra) , 2. 70 (2H, t, J = 
7. 2Hz), 3. 76 (3H, s), 3. 00 (2H, t, J = 7. 2Hz), 

3. 08 (3H, s) , 3. 08-3. 14 (2H. m) , 3. 50-3. 60 
5 (2H, m) , 4. 3 2-4. 42 (1H, m) , 7. 34 (2H, s) , 7. 

50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz) , 
7. 98 (1H, s), 10. 22 (1H, s). 

mmms 5 

n— f 2 - [v^P^ogik L*£2k> 75/3 -iH-^>X-fs^/-^- 
10 6— Qki -3 - [4- OiiLZjk±a2L£jk) Z^ik3 ZgZl>ZU: 

1 H-NMR (4 0 0MHz, DMSO-d6, Sppm) : 0. 66 (2H, 
s) , 0. 84 (2H, s) , 2. 54-2. 7 0 (2H, m) , 2. 96-3. 
10 (2H, m) , 3. 00 ( 3 H, s) , 6. 94-7. 10 (2H, m) , 
7. 50 (2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz 

15 ) , 7. 8 (1H, s) . 

mmm 5 6 

n— ( 2 — [j^g^jk ZAZJ - iH-^>x-rs^/-;i/-6 

z^Ukl -3- [4- OiU_zik^g2L£2k) Zs^ik] 7p/^>75 K 

1 H-NMR (4 0 0MHz, DMSO-d6, «5 p pm) : 1. 52-1. 7 
20 0 (2H, m) , 2. 02-2. 24 (4H, m) , 2. 6 0 ( 2 H, t, J = 
7. 2Hz), 2. 96 (3H, s), 3. 00 (2H, t, J = 7. 2Hz), 

4. 52-4. 70 (1H, m) , 6. 90-7. 10 (2H, m), 7. 50 
(2H, d, J = 8. 0Hz) , 7. 64 (2H, d, J = 8. 0Hz) , 9. 

60-9. 7 8 ( 1 H, m) . 
25 MMM 5 7 

n— { 2 — ts/zwoz-jv (*^M ysy] - ih-^>xV 

6— OH - 3- [4- OiU_Zjk±g2Wk) 7xr;H yo/1>75F 

1 H-NMR (400 MHz, CDC 1 3, 6 p pm) : 1. 6 0-2. 0 0 ( 

8H, m) , 2. 66 (2H, t, J = 7. 2Hz), 2. 98 (3H, s), 
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3. 10 (2H, t, 3 = 7. 2 Hz) , 4. 4 2-4.5 8 (1H, m) , 6. 
9 2-7. 0 2 (1H, m) , 7. 08-7. 16 (1H, m) , 7. 44 (2 
H, d, J = 8. 0Hz) , 7. 5 0-7. 6 8 (3H, m) . 

$mm 5 8 

5 N- {2- [ (i-Tir^-;i/-3-bfaUy3i;0 t$/1 -ih- 

^>X-T5^V > -;i/-6— fJH -3- [4- (hU7MD^?^) 7x_;U 
] ^g;i>T$ H 

1 H-NMR (4 00 MHz, CDC 1 3, fippm) :2. 00 (3H, s) , 
2. 10-2. 2 4 ( 2 H, m) , 2. 62 ( 2 H, t, J = 7 . 2Hz), 3. 
10 00 (3H, s) , 3. 04 (2H, t, J = 7. 2Hz) , 3. 30-3. 6 
0 (2H, m), 3. 62-3. 80 (2H, m) , 4. 72-4. 86 (1H, 
m), 6. 96-7. 00 ( 1 H. m) , 7. 08-7. 16 ( 1 H, m) , 7. 
40 (2.H, d, J = 8. 0Hz) , 7. 5 0-7. 6 2 (3H, m) . 

mnms 9 

15 N— {2- \_*^)V (fh7bh-n-3-77-jl/) 75/1 - 1H-^>XV 

s y 6 — rM -3 - [4- OiU_z2k3Lg*3iik) 7i_M :/da 

'H-NMR (4 0 0MHz, DMSO-d6, <5ppm) : 1. 87-1. 9 
5 (1H, m), 2. 12-2. 21 ( 1 H, m) , 2. 63 (2H, t, J = 

20 7. 2Hz), 2. 99 (2H, t, J = 7 . 2Hz), 3. 25-3. 35 ( 
1H, m) , 3. 61 (1H, q, J = 5. 8Hz) , 3. 7 0-3. 7 5 (1 
H, m), 3. 90-3. 98 (1H, m), 4. 90-4. 98 (1H, m), 
6. 92-7. 05 ( 2 H, m) , 7. 60-7. 70 ( 1 H, m) , 7. 47 
(2H, d, J = 7. 6Hz) , 7. 63 (2H, d, J = 7. 6Hz) , 9. 

25 7 1 (1H, s) . 

m&m 6 0 

N— {2- C (1— rv^U^-3-bfaU^-^) (*7JV) T$71 -1 
H-^>X<5^/-;t/-6— fM -3- [4- (m7MO/^l>) 7x 
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1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 00 (6H, 
d, J = 6. 8Hz) , 2. 0 0-2. 2 0 (2H, m) , 2. 63 (2H, t, 
J =7. 2Hz) , 2. 63-2. 75 (1H, m) , 2. 97 (3H, s) , 
2. 98 (2H, t, J = 7. 2Hz), 3. 20-3. 40 ( 1 H, m) , 3. 
42-3. 80 (3H,m), 4. 70-4. 90 ( 1 H, m) , 6. 98-7. 
10 (2H, m) , 7. 48 (2H, d, J = 8. 0Hz) , 7. 63 (3H, 
d, J = 8. 0Hz) , 9. 7 4 (1H, s) . 

mmme 1 

N- {2- L?Wk (l-^JV-3-:t^y-3-fc!P 'Jv ? ~Jl') 75 7] - 

ih-^>X-*5 3^/— ;u-6-^ fjkl -3 - T4- Lhjj-22k±g2^2k) 2 

1H-NMR (40 0MHz, DMSO-d6, 6 p pm) : 1. 98-2. 1 
0 (1H, m), 2. 20-2. 3 4 ( 1 H, m) , 2. 62 (2H, t, J = 
7. 2Hz), 2. 77 (3H, s), 2. 83 (3H, s), 3. 00 (2H, 
t, J = 7. 2Hz) , 3. 2 6-3. 4 0 (2H, m) , 4. 98-5. 08 
(1H, m), 6. 96-7. 06 (2H, m) . 7. 47 (2H, d, J = 8. 
0Hz), 7. 62 (2H, d, J = 8. 0Hz), 9. 70 ( 1 H, brs). 

$mm 6 2 

N— f 2 — V*7)V (l-^^JP-5-^V-3-t:PUynJl/) 75 7] - 
lH-^>X-fS^-^-6H;W -3- [4- (^7^0^^) 7 

1H-NMR (4 0 0MHz, CD 3 OD, 5ppm) :2. 52-2. 62 ( 
1H, m) , 2. 70 (2H, t, J = 7. 2Hz) , 2. 7 8-2. 8 7 (1 
H, m) , 2. 9 0 (3H, s) . 3. 2 9 <3H, s ) , 3. 1 0 <2H. t , 
J = 7. 2Hz), 3. 50-3. 58 ( 1 H, m) , 3. 78-3. 88 (1 
H, m), 4. 96-5. 0 4 ( 1 H, m) . 6. 98-7. 0 6 ( 1 H, m) , 
7. 16 (1H, d, J = 8. 0Hz) , 7. 44 (2H, d, J = 8. 0Hz 
) , 7. 57 (2H, d, J=8. 0Hz) , 7. 62 ( 1 H, brs) . 
KT©3ttl«6 3~6 4tt, HJ60!|2- (2) T'ffl V>fcN — f Vrfu 1>)V*7 
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;i/Tsx mmm2- (3) x-mwcs- [4- (hvyji^-u^jv) 

^SSf!|6 3 

5 n- {2- [i-7-b^;w-3-ifouyn;v OWk) 7571 - l h-^> 
6 -5- (4-7MP71-JH -2-tfU> ? >^ 

1H-NMR (4 0 0MHz, DMSO-d6, fippm) : 1. 96 (3H, 
s), 2. 00-2. 20 ( 2 H. m) , 3. 00 (3H, s ) , 3. 20-3. 
10 7 4 (4H, m) , 4. 7 8-4. 9 8 ( 1 H, m) , 7. 12 (1H, d, J 
= 8. 0Hz), 7. 34-7. 46 (3H, m) , 7. 82-7. 96 (3H, 
m) , 8. 20 (1H, d, J = 8. 0Hz) , 8. 30 (1H, d, J = 6. 
OHz), 9. 00 (1H, s) , 10. 42 (1H, s). 

15 N- {2- [l-7t^l/-3-KPU^JV L££ik) 75 7] -1H~^> 
X-fSW— )V- 6 — <JH - 5- (4-7MD7x^) - 2 - If ^Vfl 

1H-NMR (4 0 0MHz, DMSO-d6, fippm) :2. 00 (3H, 
s), 2. 00-2. 36 ( 2 H, m) , 3. 10 (3H, s), 3. 20-3. 
20 8 6 (4H, m) , 4. 60-4. 84 ( 1 H, m) , 7. 3 0 - 7. 5 0 (3 
H, m), 7. 74 (1H, d, J = 8. OHz), 8. 18 (1H, s), 8. 
28-8. 38 (2H, m), 9. 30 (1H, s), 9. 36 (1H, s). 

KT©StE6fi«l 6 5 — 8 7 *Sfi« 1 - (1) Tffl^fc 2 PP- 6 -n h 
P^>X<5^/— 2-£ PP- l-*3\fl'-6 -Zhn- lH-^>X-< 

^n«i, Sfc^Ejfi^l- (2) -e/BV>fc3- C4- (bij7^*n^ 

) 7i-;n yptf^->m^0fM©^ti{c^TsiE^fc#^, 
mmme 5 



) 
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nf — \ 9.— rx^pju (j&m 75 n -i-^- iH-^>^s^y- 

^-fi-^j^ -3- f4- (h'J7MD^^) 7x~;Ul ^P/1>75F 
1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 14 (3H, 
t, J = 7. 2Hz) , 2. 66 (2H, t, J = 7. 3Hz) , 2. 86 (3 
5 H, s) , 3. 01 (2H, t, J = 7. 3Hz) , 3. 22 (2H, q, J = 
7. 2Hz) , 3. 52 (3H, s) , 7. 04 ( 1 H, d, J = 8. 5Hz) , 
7. 25 (1H, d, J = 8. 5Hz) , 7. 49 (2H, d, J = 7. 9Hz 
) , 7. 64 (2H, d, J = 7. 9Hz) , 7. 76 ( 1 H, s) . 

mmm 6 e 

10 N- T2- (g2i±2k75V) -l-^-l H-^>^5^/-^-6- 
^ )]A - 3 - P4- (hU^J^a^^) 7^~M 7p/1>75F 
1H-NMR (3 0 0MHz, DMSO-d6, Sppm) : 2. 66 (2H, 
t, J = 7. 5Hz) . 2. 87 (6H, s) , 3. 01 (2H, t, J = 7. 
5Hz), 3. 54 (3 H, s), 7. 04 (1H, d, J = 8. 4Hz), 7. 

15 2 5 (1H, d, J = 8. 4Hz) , 7. 49 (2H, d, J = 8. 0Hz) , 
7. 64 (2H, d, J = 8. OHz) , 7. 74 (1H, s) , 9. 86 (1 
H, s) . 

mm 6 7 

n — ( 2 — r-fyyabf;u 75 71 -i-^;V-ih-^>X<5 

20 y/-jU-6— (_M -3- T4- (HJ^a-P*^) -7j:^;u] -Juny 

75 if 

1H-NMR (3 0 0MHz, DMSO-d6, Sppm) : 1. 28 (6H, 
d, J = 6. 6Hz) , 2. 73 (2H, t, J = 7. 6Hz) , 3. 02 (2 
H, t, J = 7. 6Hz) , 3. 06 (3H, s) , 3. 69 (3H, s) , 4. 
25 14 (1H, m) , 7. 36 (1H, d, J = 8. 6Hz) , 7. 42 ( 1 H, 
d, J = 8. 6Hz) , 7. 50 (2H, d, J = 8. OH) , 7. 64 (2H, 
d, J = 8. OHz) , 8. 03 (1H, s) , 10. 41 ( 1 H, s) . 

mmm 6 8 

N- ll-*^)V-2- (1-tfa'J^) - lH-^>xV5^/-jl/-6 
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-3- [ 4 - (fij7Mn^^) 7x^] 7°P/t>7$K 
1H-NMR (300 MHz, CDC 1 3, <5p pm) : 2. 0 0 (4H, m) , 
2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J = 7. 5Hz 
) , 3. 62 (7H, brs) , 6. 73 (1H, b r d, J = 8. 6Hz) , 
5 7. 3 4 (3H, m) , 7. 54 (2H, d, J = 7. 9Hz) , 7. 82 (1 
H, s) . 

mmm 6 9 

n- (2- (ypgjk) ts/i -i-^M H-^>x-fsy!/- 

-3- T4- LMJZjk±P2^ik) Z^ik] ^>75F 
10 1H-NMR (3 0 0MHz, DMSO-d 6, <5ppm) :0. 87 (3H, 
t, 3 = 7. 4Hz) , 1. 59 (2H, m) , 2. 6 5 (2H, m) , 2 . 8 
6(3H, s) , 3. 01 (2H, t, J = 7. 5Hz), 3. 13 (2 H, t, 
J = 7. 5Hz) , 3. 53 (3H, s) , 7. 02 ( 1 H, d, J = 8. 5H 
z) , 7. 23 (1H, d, J = 8. 5Hz) , 7. 48 (2H, d, J = 8. 
15 2Hz) , 7. 64 (2H, d, J = 8. 2Hz) , 7. 74 ( 1 H, s) , 9. 
8 5 (1H, s) . 

$mm 70 

N- ri-^^;i/~2- (l-KP'J^) - 1H-^>X<5^/"JW- 6 
-WJl/> -2- [4- (h'J7;Vtn^^) 7i/^>] 7-feh75H 
20 1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 87 (4H, 
m) , 3. 53 (4H, m) , 3. 59 (3H, s) , 4. 80 (2H, s) , 
7. 10 (1H, d, J = 8. 3Hz) , 7. 19 (3H, m) , 7. 69 (3 
H, m) , 1 0 . 0 3 ( 1 H, s ) . 

nmm 7 1 

25 N- il-*?)V-2- (l-tf^US*^) -lH-^>X-f$^;-jV-6 
. -^QH - 3- [4- (m7KP^) 7i^] ^PA>75H 
1H-NMR (3 0 0MHz, CHC 1 3, 5 p pm) : 1. 5 7- 1. 8 7 ( 
6H, m) , 2. 69 (2H, t, J = 7. 5Hz) , 3. 13 (2H, t, J 
= 7. 5Hz) , 3. 16-3. 22 (4H, m) , 3. 56 (3H, s) , 6. 
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76 (1H, d, J = 8. 4Hz) , 7. 34 (2H, d, J = 8. 4Hz) , 
7. 42 (2H, d, J = 8. 4Hz) , 7. 52 ( 1 H, br. s) , 7. 5 
4 (2H, d, J = 8. 4Hz) , 7. 90 (1H, br. s) . 

rnmw7 2 

5 N — 12- il-TW*-)V) - 1 - 1 H-^>X ^f 5 W-^ - 6 - 

±JV} - 3- T4- (h'J7MP/^) 7XZJ1/1 W>75P 
1H-NMR (300 MHz, CHC13, <5 ppm) : 1. 64-1. 92 ( 
8H, m) , 2. 68 (2H, t, J = 7. 5Hz) , 3. 12 (2H, t, J 
= 7. 5Hz) , 3. 4 6-3. 5 8 (4H, m) , 3. 58 (3H, s) , 6. 
10 69-6. 85 (1H, m) , .7. 30-7. 42 (1H, m), 7. 36 (2 
H, d, 3 = 7. 8Hz) , 7. 48 ( 1 H, br. s) , 7. 54 (2H, d, 
J = 7. 8Hz) , 7. 84 (1H, br. s) . 

mmm7 3 

n- (2- (3 - [y-fe^v (2L£2k) 75/] -i-fcia'J3?~;H - 1 -/ 
15 ^ ;t/ - 1 H-^>X-f 5^JV- 6 -^;H -3- T4- (h'J7 Ma^ 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) :2. 01 (5H, 
m), 2. 66 (2H, t, J = 7. 5Hz), 2. 78 (6/5 H, s) , 2. 
93 (9/5H, s) , 3. 01 (2H, t, J = 7. 5Hz) , 3. 55 (4 
20 H, ra) , 3. 59 (3H, s) , 4. 62 (2/5H, m) , 5. 14 (3/ 
5H, m) , 7. 02 (1H, d, J = 8. 4Hz) , 7. 19 ( 1 H, d, J 
= 8. 4Hz) , 7. 49 (2H, d, J = 8. 2Hz) , 7. 64 (2H, d, 
J = 8. 2Hz) , 7. 72 (1H, brs) , 9. 84 (1H, s) . 

mmm 7 4 

25 n- (2- t3 - r^fv^uju 75 y] -1 

--r;w -3- [4- (Hj_z2k±g 

1H-NMR (3 0 0MHz, DMSO-d6, fippm) : 1. 02 (6H, 
d, J=4. 0Hz) , 2. 10 (3H, m) , 2. 66 (2H, t, J = 7. 
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5Hz) , 2. 79 (1. 2H. s) , 2. 85 (1H, m) , 2. 98 (1. 
8H. s) , 3. 01 (2H, t, J = 7. 5Hz) , 3. 59 (3H, s) , 
3.5 4 (4H, m) , 4. 7 8 (2/5H, m) , 5. 15 (3/5H, m) , .. 
7. 00 (1H, brd, J=8. 5Hz) , 7. 18 (1H, d, J = 8. 5 
5 Hz) , 7. 49 (2H, d, J = 8. 2Hz) , 7. 64 (2H, d, J = 8. 
2Hz), 7. 71 (1H, brs), 9. 83 (1H, s). 

mmm 7 5 

N — (2- (3- l**>7,)V*-)l OL£ik) ZsM -i-tfaU^JW 
_j -a^jp-i h-^>X-1 > 5 6— f JU> - 3- [4- (MlZik 
10 Oru* ! ?)V) 7x^;i/] 7'P^>7SHill 

gotta 2 icJpcTR«*ffvv nzntz$ii&®&4Nmm-m&^)]/-cMm 

1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) :2. 20 (2H, 
m) , 2. 72 (2H, t, J = 7. 5Hz) , 2. 82 (3H, s) , 3. 0 
15 0 (5H, m) , 3. 7 9 (3H, s) , 3. 8 6 (4H, m) , 4. 5 5 (1 
H, m) , 7. 33 (1H, brd, J = 8. 6Hz) , 7. 38 ( 1 H, d, 
J = 8. 6Hz) , 7. 50 (2H, d, J = 8. 1Hz) , 7. 64 (2H, 
d, J = 8. 1Hz) , 8. 00 (1H, brs), 10. 40 (1H, brs 
) - 

20 mmm 1 6 

n — f 2 — {jy^us^dk 7s;] -i-/f;i/-iH-^>x-f 

- 3- [4- (h'j7;^D^f^) 7i^M 

1H-NMR (3 0 0MHz, DMSO-d6, <5ppm) : 1. 04-1. 6 
25 9 (6H, m) , 1. 6 9- 1. 8 0 (4H, m) , 2. 66 (2H, t, J = 
7. 5Hz), 2. 76 (3H, s), 3. 01 (2H, t, J = 7. 5Hz), 
3. 51 (3H, s) , 7. 03 ( 1 H, d, J = 8. 4Hz) , 7. 40 (2 
H, d, J = 8. 4Hz) , 7. 49 ( 1 H, d, J = 8. 4Hz) , 7. 64 
(1H, d, J = 8. 4Hz), 7. 7 4 ( 1 H, s), 9. 85 (1H, s). 
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mm 7 7 

Tsr — a-\zw)i?-)V) - ih-^>t:-<5^;-jp-6 

-JJ\A - 3- (4-^Dt7x^) 7 P PA>75H 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 89 (4H, 

5 m) , 2. 59 (2H, t, J = 7. 6Hz) , 2. 89 (2H, t, J = 7. 
6Hz), 3. 52 <4H, m) , 3. 58 (3H, s) , 7. 00 (1H, d, 

J = 8. 4Hz) , 7. 13 (1H, d, J = 8. 4Hz) , 7. 22 (2H, 

d, J = 8. 4Hz) , 7. 46 (2H, d, J = 8. 4Hz) , 7. 66 (1 
H, s) , 9. 78 (1H, s) . 

io mm 7 8 

N- ri -*^jl/-2- (1 -tf PUj^jk) -1H-^ S^/"JH6 
_^ J1/} _5_ (4- 7 ;i / ^g 7x n;U) -2-^7^^^ SP 
1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) : 1. 90 (4H, 
m) , 3. 57 (4H, m) , 3. 65 (3H, s) , 7. 22 ( 1 H, d. J 
15 = 8 . 4Hz) , 7. 44 (3H. m) , 7. 94 ( 1 H, d, J = l. 8Hz 
) , 8. 33 (2H, m) , 9. 32 (1H, d, J = l. 5Hz) , 9. 34 
(1H, d, 1. 5Hz) , 10. 56 ( 1 H, s) . 

mmi 9 

n — ri-^5 l ;i/-2- (l-tfau^n^) 

20 — LM - 2- (4-^PP7i;^» 7th75H 

1H-NMR (3 0 0MHz, DMSO-d6, 5 p pm) : 1. 89 (4H, 
m) ,3. 5 3 (4H. m) , 3. 5 9 ( 3 H, s) , 4. 6 9 (2H, s) , 
7. 03 (2H, d, J = 9. 0) , 7. 12 (2H, m) , 7. 36 (2H, 
d, J = 9. 0Hz) , 7. 67 (1H, s) , 9. 96 (1H, s) . 

25 $mmso 

N— {2- [2-^^-1-tfa^^ -l-^-lH-^>X-f5^ 

sj- )V -Q-^ )V) - 3 - [ 4 - (hV7)V*u*^M zs^2k3 TnHkZ 

1H-NMR (4 0 0MHz, CDC 1 3 , <5 p pm) : 1. 23 (3H, d, 
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J = 5. 6Hz) , 1. 5 8- 1. 6 8 ( 1 H, m) , 1. 9 5-2. 04 (1 
H, m) , 2. 15-2. 24 ( 1 H, m) , 2. 68 (2H. t, J = 7. 2 
Hz), 3. 13 (2H, t, J = 7. 2Hz) , 3. 3 5- 3. 3 9 ( 1 H, 
m) , 3. 48 (3/5H, s) , 3. 58 (12/5H, s) , 3. 73-3. 
5 7 9 (1H, m) , 4. 19-4. 28 ( 1 H, m) , 6. 70 (1H, d, J 
= 8. 4Hz) , 7. 3 4-7. 3 7 (3H, m) , 7. 53 ( 2 H, d. J = 
8. 0Hz) , 7. 80 (1H, d, J = 5. 6Hz) . 

mmms 1 

N _ n-*^;p-2- (l-tfau^n;!/) -iH-^>X-fs^/-^-6 

10 —CM -3- 14- (hV7)V*U**M 7i^] 7"PA>7$ P 
• 1H-NMR (4 0 0MHz, CDC 1 3, <5ppm) :2. 44 (2H, dt, 
J1 = J2 = 7. 6Hz), 2. 68 (2H, t, J = 7. 2Hz), 3. 13 
(2H, t, J = 7. 2Hz) , 3. 48 (3/2H, s) , 3. 51 (3/2 
H, s) , 4. 24 (4H, t, J = 7. 6Hz) , 6. 69 ( 1 H, dd, J 
15 =8. 0, 1. 6Hz) , 7. 18 (1H, brs) , 7. 34 (3H, d, J 
= 8. OHz), 7. 53 (2H, d, J = 8. OHz) , 7. 78 ( 1 H, d, 
J = l. 6Hz) . 

mmm 8 2 

N _ (2- [i-7-fe^-3-bfn'j^n;i/ Oj±2k) 73>] 

20- -1H-^^S^-6H^} -3- [4- (m7MPAfJV) 

1H-NMR (3 0 OMHz, CDC 1 3, <5ppm) : 1. 9 3-2. 3 9 ( 
5H, m) , 2. 71 (2H, t, J = 8. 4Hz) , 2. 80-2. 91 (3 
H,m), 3. 15 (2H, t, J = 8. 4Hz), 3. 27-4. 32 (8H, 
25 m) , 6. 72-6. 87 ( 1 H, m) , 7. 25-7. 38 < 1 H, m) , 7. 
37 (2H, d, J = 8. 4Hz) , 7. 4 0-7. 5 2 ( 1 H, m) , 7 . 5 
7 (2H, d, J = 8. 4Hz) , 7. 94 ( 1 H, br. s) . 

mmm 8 3 

n- (2- [i-^y7^'j;u-3-Ha'j>^;i/ T$yi -1-* 
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^Jl/-lH-^>X^5^/-^-6-^JM -3- [4- (JiU_Z2k±52^ 

1H-NMR (300 MHz, CDC 1 3, <5p pm) : 1. 0 0-1. 16 ( 
6H, m) , 1. 9 0-2. 3 9 (2H, m) , 2. 4 6-2. 7 6 (3H, m 
5 ) , 2. 7 9-2. 9 2 (3H, m) , 3. 0 8-3. 2 0 (2H, m) , 3. 
33-4. 18 (8H, m) , 6. 74-6. 84 (1H, m) , 7. 33 (1 
H, s) , 7. 37 (2H, d, J = 8. 4Hz) , 7. 41-7. 53 ( 1 H, 
m) , 7. 56 (2H, d, J = 8. 4Hz) , 7. 94 (1H, br. s) . 

mmm8 4: 

io n- (2- {3- 75/] -i-bfauy~;H 

- 1 - 1 H-^>x-f sy7-;v- 6 - r;w - 2- f4- (hu:?;^ 

^-a^^;P) :7:c/^>1 

1H-NMR (3 0 0MHz, DMSO-d6, 6 p pm) :2. 08 (2H, 

m) , 2. 80 (3H, s) , 2. 95 (3H, s) , 3. 51-3. 7 1 (4 

15 H, m) , 3. 6 1 (3H, s) , 4. 48 ( 1 H, m) , 4. 8 1 (2H, s 

) , 7. 17 (4H, m) , 7. 7 0 (3H, m) , 10. 0 6 ( 1 H, s) . 

mmms 5 

N— (2- {3- lTtt)V (*5M/) 

^Jl/-lH-^>X-T5^/-^-6— (M -2- [4- (HJy^a*^ 

20 )V) Z£Z±ld T-feh75 H 

1H-NMR (3 0 0MHz, DMSO-d6, Sppm) :2. 05 ( 5 H, 
m) , 2. 7 9(1. 2H, s) , 2. 93 (1. 8 H, s) , 3. 56 (4H, 
m) , 3. 6 1 (3H, s) , 4. 62 (0. 4H, m) , 4. 8 1 (2H, s 
) , 5. 12 (0. 6H, m) , 7. 16 (4H, m) , 7. 7 0 (3H, m) , 

25 1 0. 0 6 (1H, s) . 

mmm 8 6 

N- {2- [3- (b:KP*3ot9Sfr) -1-tfP^Jl/l -1-^fJl-lH 
-^>X-f5£V— JU— 6 — f M -3- [4- (h'J7MP^^;l/) 7x^ 

;u] ya/i>7S If 
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1H-NMR (300 MHz, CHC13, <5p pm) : 1. 7 0- 1. 8 8 ( 
1H, m), 2. 03-2. 14 (1H, m) . 2. 43-2. 61 ( 1 H, m 
), 2. 70 (2H, t, J = 7. 5Hz), 3. 12 (2H, t, J = 7. 5. 
Hz), 3. 49 (3H, s) , 3. 45-3. 78 (6H, m), 6. 72- 
5 6. 8 2 (1H, m) , 7. 2 3-7. 6 5 (6H, m) , 7. 6 8 ( 1 H, b 
r . s ) . 
^MM 8 7 

5 _ (4-7MD7x^) -N- {2 - KV/D^ 
10 ±g§ if 

1H-NMR (3 0 0MHz, DMSO~d6, <5ppm) : 1. 18 (6H, 
d, J = 6. 6Hz) , 2. 76 (3H, s) , 3. 57 (3H, s) , 3. 8 
2 (1H, m), 7. 33 (1H, d, J = 8. 5Hz), 7. 41-7. 49 
(2H, m) , 7. 45 ( 1 H, d, J = 8. 5Hz) , 8. 00 (3H, m) , 
15 9. 34 (2H, s), 10. 69 (1H, s). 

siTwmMM 8 8 ~ 8 9 ^mms- (3) x-m^rc4- (4-7M07 
&am 8 8 

20 1- (4-7)V3-a7x.~)V) -N-{2-[< VyPtfJU(^^)7$y3-lH-^> 

x-f s W-;u-6-i > ;H-4-H^7^>^JP^-t)-$ H 

1H-NMR (3 00 MHz, CDC 1 3 , <5ppm) : 1. 17 (6H, d, 
J = 6. 6Hz) , 2. 88 (3H, s) , 3. 12 (4H, br. t, J=4. 
8Hz) , 3. 67 (4H, br. t, J = 4. 8Hz) , 4. 41 ( 1 H, s 
25 eptet, J = 6 . 6Hz), 6. 80-7. 02 ( 5 H, m) , 7. 04- 
7. 14 (1H, m), 7. 21-7. 44 ( 1 H, m) . 

mmm 8 9 

n- { 2 - \± v y g bf ji/ =i-)V) 7 5 7 1 - 1 h-^ >X-f s £2Azjki 6 --f ;H - 1 - 

7xr:JW4-tf^^> ? >^;^ : ^1tS H 



- 
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1H-NMR (300 MHz, CDC 1 3 , dppm) : 1. 14 (6H, d, 
J = 6. 6Hz) , 2. 83 (3H, s), 3. 21 (4H, br. t, J = 4. 
8Hz) , 3. 68 (4H, br. t, J=4. 8Hz), 4. .3 8 .(1H, s 
eptet, J = 6. 6Hz), 6. 77-7. 01 ( 5 H, m) , 7. 03- 
5 7. 12 (lH,m), 7. 20-7. 43 (1H, m) . 



mm 

io mmmkmi (uchm^muxo 

h hMCH — 1 R$3-F1"5) c DNA§33flJ [7i^X- V9—X (FEBS 
Letters), 3 9 8#, 2 5 31 (1 9 9 6 50 . - Ih • 

Mif7 4 ^"ft • TV 9 (Biochimica et Biophisica 
Acta), 14 0 1#, 2 1 61 (1 9 9 8^) ] £\ ^7X5 K^^^— P 
15 EF/mic/cyto « >H ha>?:c>i±§Sl) fc^D-->^Lfc. 

) *JBV>T1&3SWII&CHO-Kl (7^ l J*>-^^'*^t-Ol/^v' 
3» \ZY7>7,7^ZhV. MCH- 1 R3§5tM&<H#fco 
ilCDMCH— 1 R*^$^fcM^C>P^LfcM^p n p^^k:^R^5 0 

20 pM0[ 125 I]MCH(NENti) ttfet- 7^t-flit (1 OmM & 
flr? 2mM X^l/>^T5>G3@m 0. 0 1 %;n^> r- 5 
tfO. 2% ^^jfiL^T;i/^S>$^tf5 OmM TrislfE pH7. 4 
) ^T2 5'C, 1I$IHK >*a.^— >3 >L-fc*&> ^7X7^M-GF/C ( 
«7yhT>tb«) fcTitifibfc. ^5X7^M-§10mM ttMb^if*^ 

25 A, 2mM 3L^ls>iSTS.>mmm&Xt0. 0 4% Tween-2 0^ttf 
5 0mM Trisi», pH7. 4\ZXffi&'&> << )V?-±<D1&& 

m&*7k*bf£. AtM khMCH^TtKb, [ 12 

5 1] MCH»&fc*rrs*»fl:*fr*©5 o%m»£ (ic 60 ffi) &3fc«>;fc. 
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I C 50 (nM) 


mmm i 


5. 8 


£J£09 1 7 


6. 2 


H£S0iJ 2 4 


3. 3 


^5S^J 3 4 


8. 8 


±«BOi*t)*58lliO'fb'&*t*» MCH— 1 RW5MCH0i^*§l*l: 



Mb, MCH-lRtt^ffMfcl/tftUrrS. 



5 jiiiij (mchs: «fc DBS%snsg^f»fc^'rsfegatt») 

W5>'^>9'?>liT (7 4#«fctf 1 lmg/k gJBUffilWHlfi#) , 
iftSD7yK9-l 2 il^) ©Jg 3 ■IfeldHfcffiHJtWfcllttJtH 

tifibregmaiQi*2. 2mm, lE+lLk, iltSiD^S8mmt 
10 bfc. 23HBO0tt»!WS*^&«, 77M:«tSI54W#iT(lt^ 
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